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SUMMARY:  This  document  establishes 
requirements  for  the  distribution,  in¬ 
vestigation,  and  use  of  intraocular  lenses. 
Intraocular  lenses  are  used  to  replace 
the  natural  lens  of  the  human  eye  after 
surgical  removal,  generally  as  a  result  of 
a  cataract.  The  requirements  are  needed 
because  intraocular  lenses  have  not  been 
adequately  tested  and  pose  questions  of 
safety.  Serious  injuries,  including  eye 
loss,  have  been  reported  after  implanta¬ 
tion  of  intraocular  lenses.  The  regula¬ 
tions  apply  to  manufacturers  and  im¬ 
porters  of  the  lenses,  institutional  review 
committees  that  monitor  clinical  investi¬ 
gations,  and  investigators  (physicians) 
who  implant  them.  The  regulations  will 
apply  to  ongoing  investigations  and  to 
investigations  that  have  not  yet  begun. 
After  the  requirements  become  effective, 
intraocular  lenses  may  not  be  distributed 
or  used  unless  the  manufacturer  or  im¬ 
porter  who  ships  them,  or  the  investiga¬ 
tor  who  receives  them,  has  an  effective 
investigational  device  exemption.  After 
November  28,  1977,  intraocular  lenses 
that  are  within  the  Jurisdiction  of  the 
Federal  Food,  Drug,  and  Cosmetic  Act 
(the  act)  and  are  not  the  subject  of  an 
approved  premarket  approval  applica¬ 
tion  under  section  515  of  the  act  (21 
U.S.C.  360e)  or  an  effective  investiga¬ 
tional  device  exemption  under  these  reg¬ 
ulations  shall  be  subject  to  regulatory 
action.  Use  of  lenses  distributed  and 
stockpiled  before  the  effective  date  of 
this  regulation  is  subject  to  the  same 
investigational  controls  as  use  of  those 
lenses  distributed  after  the  effective  date 
of  this  regulation. 

EFFECTIVE  DATE:  February  9,  1978. 
However,  sponsors  of  ongoing  investiga¬ 
tions  who  wish  to  assure  that  implanta¬ 
tions  of  lenses  can  continue  without  in¬ 
terruption  during  the  30-day  period  for 
FDA  review  of  applications  should  sub¬ 
mit  applications  by  January  10, 1978. 

ADDRESSES:  Applications  for  investi¬ 
gational  device  exemptions  should  be 
submitted  to  Document  Control  Center 
(HFK-20),  Food  and  Drug  Administra¬ 
tion,  Bureau  of  Medical  Devices,  87.57 
Georgia  Ave.,  Silver  Spring,  Md.  20910. 
Copies  of  guidelines  that  cover  manu¬ 
facturing,  sterilization,  and  preclinical 
and  clinical  testing  of  intraocular  lenses 
were  developed  by  FDA  in  cooperation 
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with  its  Ophthalmic  Device  Classifica¬ 
tion  Panel  and  are  available  at  the 
above-named  address. 

FOR  FURTHER  INFORMATION  CON¬ 
TACT: 

James  G.  Dillon,  Bureau  of  Medical 

Devices  (HFK-470) ,  8757  Georgia  Ave., 

SUver  Spring,  Md.  20910,  301-427-7238. 

SUPPLEMENTARY  INFORMATION: 
The  Commissioner  of  Food  and  Drugs  is¬ 
sued  proposed  investigational  device  reg¬ 
ulations  in  the  Federal  Register  of  Au¬ 
gust  20,  1976  (41  FR  35282) .  As  proposed, 
the  regulations  would  have  applied  to 
investigations  of  all  medical  devices.  This 
regulation  governing  investigational 
studies  of  intraocular  lenses  is  based  on 
the  proposed  regulation  published  in  the 
Federal  Register  of  August  20,  1976, 
modified  to  reflect  the  comments  re¬ 
ceived.  Because  of  the  safety  questions 
posed  by  intraocular  lenses,  which  are 
described  below,  the  Commissioner  be¬ 
lieves  that  immediate  action  is  needed  to 
assure  that  these  lenses  are  shipped  and 
used  only  in  accordance  with  appropriate 
investigational  controls.  Therefore,  these 
regulations  are  beihg  issued  in  final  for 
intraocular  lenses.  The  Commissioner  in¬ 
tends  to  issue  soon  a  reproposal  in  the 
form  of  a  tenative  final  regulation  on  in¬ 
vestigational  use  of  devices  other  than 
intraocular  lenses. 

The  Commissioner  believes  that  to  as¬ 
sure  adequate  protection  of  patients, 
these  regulations  must  apply  to  all  intra¬ 
ocular  lenses  implanted  after  the  effec¬ 
tive  date  of  these  regulations,  including 
those  manufactured  or  distributed  before 
that  date.  The  Commissioner  believes 
that  it  is  not  desirable  to  confine  regu¬ 
latory  controls  to  studies  begun  after  the 
effective  date  of  the  regulations  because 
the  serious  risks  presented  by  these  de¬ 
vices  require  that  some  form  of  control 
over  ongoing  investigations  be  estab¬ 
lished  immediately. 

Authority  To  Restrict  Intraocular 
Lenses  to  Investigational  Use 

This  regulation  restricts  intraocular 
lenses  to  investigational  use  in  accord¬ 
ance  with  requirements  applicable  to  in¬ 
vestigational  use  of  devices  under  section 
520(g)  of  the  act  (21  U.S.C.  360j(g)).  In 
addition,  specific  authority  to  restrict 
intraocular  lenses  to  investigational  use 
under  section  520(g)  is  found  in  section 
520(1)  of  the  Act  (21  U.S.C.  360j(l)). 
Under  21  CFR  5.1,  authority  of  the 
Secretary  of  Health,  Education,  and  Wel¬ 
fare  vmder  the  act  has  been  redelegated 
to  the  Commissioner  of  Pood  and  Drugs. 

Section  520(g)  has  two  major  pur¬ 
poses:  (1)  to  encourage  the  discovery 
and  development  of  useful  devices  for 
human  use,  and  (2)  to  protect  the  public 
health  by  requiring  safeguards  for 
human  subjects  of  investigations  and  by 
maintaining  sound  ethical  standards  and 
procedures  to  assure  development  of  reli¬ 
able  scientific  data. 

Section  520(g)  authorizes  the  Com¬ 
missioner  to  exempt  devices  from  other¬ 
wise  applicable  provisions  of  the  act  to 


permit  devices  to  be  shipped  for  investi¬ 
gational  use  tor  determining  their  safety 
and  effectiveness.  Under  section  520(g), 
any  regulations  permitting  exemptions 
for  investigational  use  must  include  re¬ 
quirements  necessary  for  the  protection 
of  the  public  health  and  safety.  Persons 
seeking  an  exemption  must  submit  an 
application  to  FDA,  maintain  records  of 
the  investigation,  and  make  reports  con¬ 
cerning  the  investigation  to  PDA.  A  num¬ 
ber  of  requirements  to  assure  that  the 
rights  and  safety  of  human  subjects  are 
adequately  protwted  are  imposed  on  the 
person  applying  for  the  exemption:  in¬ 
vestigations  must  be  reviewed  by  a  quali¬ 
fied  institutional  review  committee  (if 
one  exists) ;  each  investigator  must  agree 
that  any  testing  of  the  product  involving 
human  subjects  will  be  under  his  super¬ 
vision:  and  informed  consent  must  be  ob¬ 
tained  from  the  subjects  or  their  repre¬ 
sentatives.  Section  520(g)  of  the  act  per¬ 
mits  variations  in  the  procedures  and 
conditions  governing  investigational  de¬ 
vice  exemptions  depending  on  the  na¬ 
ture,  scope,  and  purpose  of  the  study. 

Under  section  520(g),  an  application 
for  an  investigational  device  exemp¬ 
tion  that  meets  the  requirements  of  FDA 
regulations  will  be  deemed  approved  30 
days  after  it  is  submitted  to  PDA.  The 
Commissioner  may,  however,  disapprove 
an  application  for  an  investigation^  de¬ 
vice  exemption  within  the  30-dav  period 
if  he  finds  that  the  application  does  not 
conform  to  procedures  and  conditions 
prescribed  in  the  regulations.  In  addi¬ 
tion,  FDA  may  withdraw  an  exemntion 
for  failure  to  comolv  with  anv  of  the 
conditions  for  exemptions  for  investiga¬ 
tional  use  of  devices. 

Section  520(1)  of  the  act  prescribes 
special  provisions  for  certain  devices  that 
were  regarded  by  FDA  as  new  drugs  or 
antibiotic  drugs  at  the  time  the  Medi¬ 
cal  Device  Amendments  of  1976  (the 
amendments)  were  enacted  into  law  on 
May  28,  1976  (Pub.  L.  94-295).  Specifi¬ 
cally,  section  520(1)  (1)(E)  of  the  act 
provides  that  a  device  which  the  Com¬ 
missioner,  prior  to  the  enactment  of  the 
amendments,  has  declared  to  be  a  new 
drug  subject  to  section  505  of  the  act  (21 
U.S.C.  355),  is  automatically  classified 
into  class  HI  unless  the  Commissioner 
classifies  it  into  class  I  or  II  pursuant  to  a 
petition  by  the  manufacturer  or  im¬ 
porter. 

Section  520(1)  (3)  (D)  (iii)  of  the  act 
applies  three  additional  provisions  only 
to  intraocular  lenses,  which  the  Com¬ 
missioner  had  on  April  6,  1976,  declared 
to  be  new  drugs,  for  reasons  discussed  in 
detail  below  in  the  summary  of  injuries 
associated  with  intraocular  lenses.  First, 
the  requirement  that  devices  formerly 
regarded  as  new  drugs  have  in  effect  an 
application  for  premarket  approval  does 
not  take  effect  until  18  months  after  the 
date  of  enactment  of  the  amendments. 
On  that  date,  November  24,  1977,  the  de¬ 
vice  is  subject  to  regulatory  action  unless 
it  has  either  an  approved  application  for 
premarket  approval  or  an  effective  ex¬ 
emption  for  investigational  use  under 
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section  520(g)  of  the  act  (and  these  reg¬ 
ulation).  Second,  section  520(1)  author¬ 
izes  the  Commissioner,  during  the  pe¬ 
riod  beginning  180  days  after  the  date 
of  enactment  of  the  amendments  and 
ending  18  months  after  that  date,  to  re¬ 
strict  the  device  to  investigational  use. 
Third,  if  the  Commissioner  does  restrict 
the  device  to  investigational  use,  the  in¬ 
vestigational  requirements  shall  apply  in 
such  a  manner  that  the  device  shall  be 
made  reasonably  available  to  physicians 
meeting  appropriate  qualifications  es¬ 
tablished  by  the  Commissioner.  The  leg¬ 
islative  history  shows  that  Congress  in¬ 
tended  the  Commissioner  to  establish 
experience  and  training  requirements 
such  that  all  qualified  opthalmologists 
who  meet  these  requirements  and  agree 
to  adhere  to  investigational  require¬ 
ments  w^ould  be  eligible  to  participate  in 
their  investigational  use  (Conference  Re¬ 
port,  Medical  Device  Amendments  of 
1976,  H.  Kept.  No.  94-1090,  p.  63).  In  es¬ 
tablishing  these  requirements.  Congress 
Intended  the  Commissioner  to  consult 
with  appropriate  organizations  repre¬ 
senting  opthalmologists  and  manufac¬ 
turers  of  intraocular  lenses  as  well  as 
qualified  scientific  experts  who  do  not 
have  an  interest  in  the  device. 

Congress  had  received  testimony  docu¬ 
menting  injuries  with  intraocular  lenses 
(as  well  as  other  devices)  and  document¬ 
ing  that  many  such  incidents  could  have 
been  avoided  had  the  devices  undergone 
adequate  scientific  testing  (House  Report 
on  the  Medical  Device  Amendments  of 
1976,  H.  Rept.  No.  94-853,  p.  38) . 

Restriction  of  Intraocular  Lenses  to 
Investigational  Use 

Because  of  the  risks  involved  with  in¬ 
traocular  lenses  and  their  implantation, 
the  Commissioner  believes  that  the  re¬ 
quirements  for  an  investigational  device 
exemption  must  be  applied  to  all  intra¬ 
ocular  lens  implantations  after  the  effec¬ 
tive  date  of  these  regulations. 

Manufacturers  of  intraocular  lenses 
are  likely  to  w’ant  to  conduct  clinical 
studies  to  assure  that  they  will  have  suffi¬ 
cient  safety  and  effectiveness  informa¬ 
tion  when  the  lenses  are  required,  after 
November  24,  1977,  to  have  in  effect  ap¬ 
proved  applications  for  premarket  ap¬ 
proval  as  a  condition  to  commercial 
distribution.  The  Commissioner  believes 
that  restricting  intraocular  lenses  to  in¬ 
vestigational  use  is  appropriate  to  en¬ 
courage  intraocular  lens  manufacturers 
to  develop  safety  and  effectiveness  data 
before  the  application  of  these  premarket 
approval  requirements.  Although  its  pri¬ 
mary  interest  in  promulgating  these 
regulations  is  protection  of  subjects, 
FDA  also  has  an  interest  in  assuring 
that  clinical  investigations  are  conducted 
in  a  way  that  assures  the  reliability  of 
data — both  because  this  will  ease  the 
agency’s  eventual  review  of  any  resulting 
application  for  premarket  approval  and 
because  poorly  conducted  studies  expose 
subjects  to  unnecessary  risks. 

Under  section  501(f)  (1)  (C)  (21  U.S.C. 
351(f)  (1)  (O),  a  device  is  deemed  adul¬ 


terated  if  it  is  a  class  III  device  xmder 
520(1)  and  is  required  to  have  an  ap¬ 
proved  application  under  section  515  and 
does  not  have  such  an  approved  applica¬ 
tion.  Section  520(1)  (3)  (D)  (iii)  provides 
that  an  intraocular  lens  must  either  have 
a  premarket  approval  application  in  ef¬ 
fect  under  section  515  or  be  exempt  un¬ 
der  section  520(g).  Accordingly,  investi¬ 
gational  studies  of  intraocular  lenses 
may  continue  beyond  the  18-month 
deadline  for  having  an  approved  pre¬ 
market  application  if  the  study  is  de¬ 
signed  to  continue  after  that  date  and 
the  sponsor  has  not  yet  developed  data 
adequate  to  support  premarket  approval, 
and  thus  commercial  distribution,  of  the 
lenses.  How'ever,  the  Commissioner  is 
concerned  that  investigational  exemp¬ 
tions  not  be  used  as  a  subterfuge  for 
commercial  distribution  of  the  lenses 
and  that  investigational  studies  not  be 
unduly  prolonged.  Tlius,  he  has  required 
in  §  813.46(d)  of  the  regulation  that  a 
sponsor  curtail  studies  and  submit  a 
premarket  approval  application  when 
data  are  available  to  support  such  an 
application.  In  addition,  the  Commis¬ 
sioner  cautions  that  he  is  seriously  con¬ 
cerned  about  the  incidence  of  adverse 
reactions  associated  with  intraocular 
lens  use  and  may  find  it  necessary  to 
impose  additional  restrictions  or  take 
regulatory  actions  beyond  those  in  these 
regulations. 

Injuries  Associated  With 
Intraocular  Lenses 

In  a  notice  published  in  the  Federal 
Register  of  April  6,  1976  (41  FR  14570), 
the  Commissioner  described  in  detail  the 
safety  problems  associated  with  intra¬ 
ocular  lenses,  declared  the  lenses  to  be 
new  drugs,  and  announced  the  policy 
that  FDA  intended  to  follow  in  applying 
the  requirements  applicable  to  new 
drugs,  including  investigational  drug 
controls,  to  the  lenses.  The  reasons  for 
declaring  intraocular  lenses  new  drugs 
are  summarized  below,  with  additional 
information  not  available  at  that  time. 

Intraocular  lenses  have  been  avail¬ 
able  for  experimental  use  since  1949.  In 
1953,  the  Panel  for  Cataract  Surgery,  ap¬ 
pointed  by  the  American  Academy  of 
Ophthalmology,  reviewed  the  use  of  the 
lenses  in  cataract  surgery.  The  panel 
concluded  that  the  use  of  intraocular 
lenses  produced  results  inferior  to  those 
of  conventional  cataract  surgery  tech¬ 
niques.  The  panel  also  recommeded  that 
further  investigational  work  be  discon¬ 
tinued  until  a  longer  followup  study  of 
eyes  already  implanted  with  the  lenses 
show^ed  that  delayed  complications  were 
exceptional.  Thereafter,  intraocular 
lenses  were  seldom  used  in  the  United 
States.  In  Europe,  however,  experimen¬ 
tation  continued  with  a  variety  of  intra¬ 
ocular  lens  designs.  There  was  renewed 
interest  in  intraocular  lens  implantation 
in  the  United  States  beginning  in  1967. 

Subsequently,  clinical  experience  and 
data  have  been  developed  concerning  a 
variety  of  intraocular  lenses,  and  the 
data  raise  additional  questions  as  to  the 


safety  and  effectiveness  of  such  lenses. 
Complications  arising  as  a  result  of  in¬ 
traocular  lens  implantation  include  the 
following: 

Endothelial  comeal  dystrophy  (cloud¬ 
ing  of  the  “eye’s  window”) ,  which  is  vir¬ 
tually  negligible  after  ordinary  cataract 
surgery,  was  a  major  problem  with  early 
types  of  intraocular  lenses.  It  is  more 
likely  to  occur  after  intraocular  lens 
surgery  than  conventional  cataract  sur¬ 
gery  and  frequently  becomes  manifest 
years  after  implantation.  It  is  not  clear 
that  endothelial  corneal  dystrophy  has 
been  reduced  to  an  acceptable  incidence 
with  modern  lenses.  The  Commissioner 
is  concerned  that  endothelial  corneal 
dystrophy  may  occur  long  after  implant 
surgery  and  may  not  be  diagnosed, 
since  the  average  observation  period  for 
injplant  surgery,  as  reported  in  pub¬ 
lished  studies,  covers  only  a  fraction  of 
the  time  that  an  intraocular  lens  nor¬ 
mally  remains  implanted  in  the  eye. 

Dislocation,  i.e.,  forward  or  backward 
displacement  of  the  lens,  is  a  complica¬ 
tion  unique  to  intraocular  lenses.  The 
incidence  varies  and  appears  to  be  re¬ 
lated  to  lens  design.  Although  a  dis¬ 
located  lens  can  usually  be  repositioned 
by  an  ophthalmologist  without  elaborate 
surgical  procedures,  it  may  result  in 
blurred  vision,  discomfort,  glaucoma,  or 
endothelial  corneal  dystrophy. 

Decentration  of  the  lens,  i.e.,  move¬ 
ment  of  the  lens  to  the  side,  was  found. 
A  lens  that  is  not  properly  centered  may 
cause  astigmatism  or  threaten  visual 
acuity  due  to  contact  of  the  lens  with 
the  cornea. 

Sutures  are  required  for  the  fixation 
of  some  modern  intraocular  lenses.  If 
sutures  fail,  there  is  a  greater  likelihood 
that  the  lens  will  dislocate. 

Retrolental  membranes  (membranes 
that  grow  behind  the  lens  with  the  ef¬ 
fect  of  drawing  a  curtain  across  the  back 
of  the  eye)  may  occur  after  implanta¬ 
tion  of  intraocular  lenses  following  ex- 
tracapsular  cataract  extraction.  These 
membranes  may  interfere  with  vision 
and  decrease  visual  acuity.  Their  re¬ 
moval  requires  surgery. 

Cystoid  macular  edema  (degenerative 
changes  of  the  macula),  which  causes  a 
loss  of  central  vision  without  which  one 
cannot  clearly  distinguish  fine  detail  or 
read,  is  a  relatively  uncommon  compli¬ 
cation  of  conventional  cataract  surgery, 
but  has  occurred  months  to  years  after 
intraocular  lens  implantation.  It  is  un¬ 
certain,  at  present,  whether  this  is  a 
consequence  of  the  intraocular  lens  or 
a  normal  but  hitherto  undescribed  oc¬ 
currence.  There  is  cause  for  serious  con¬ 
cern  that  the  incidence  of  cystoid  macu¬ 
lar  edema  following  intraocular  lens  in¬ 
sertion  is  much  higher  than  that  which 
was  previously  considered  to  be  normal 
after  conventional  cataract  surgery. 

Uveitis  (an  irritation  or  inflammation 
of  the  inside  of  the  eye)  is  associated 
with  the  implantation  of  intraocular 
lenses.  Uveitis  may  result  from  an  ad¬ 
verse  reaction  to  the  chemical  constitu¬ 
ents  of  the  lenses,  a  response  to  a  for¬ 
eign  body,  or  the  surgical  procedure. 
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Control  of  uveitis  may  require  the  use  of 
corticosteroids,  which  in  turn  may  in¬ 
crease  the  likelihood  of  steroid-induced 
glaucoma.  The  question  whether  chronic 
uveitis  can  cause  glaucoma  has  been 
raised.  Other  consequences  of  long-term 
uveitis  remain  undecided. 

“Iridocapsular”  lenses  (lenses  whose 
attachment  loops  are  held  in  place  by 
inserting  them  into  the  bag  remaining 
after  the  removal  of  the  natural  lens) 
require  the  formation  of  natural  adhe¬ 
sions  around  the  loops  that  are  inserted 
into  the  fomices  of  the  capsular  sac.  If 
adhesions  do  not  form,  other  methods  of 
fixation  such  as  sutures  or  administra¬ 
tion  of  miotics  (agents  that  cause  the 
pupil  to  contract)  must  be  used  to  pre¬ 
vent  lens  dislocation. 

Prolonged  use  of  the  miotic  agent,  pilo¬ 
carpine,  to  prevent  lens  dislocation  after 
intraccular  lens  implantation,  may  re¬ 
sult  in  atrophy  of  the  iris  and  sphincter 
oculi  (iris  muscle). 

Surgical  complications,  including  flat 
anterior  chamber,  transient  corneal 
edema,  striate  keratitis,  pupillary  bl(x:k, 
iridocyclitis,  corneal  dystrophy  due  to 
temporary  flat  cdiamber,  and  transient 
glaucoma,  may  be  more  likely  to  occm' 
following  insertion  of  intraocular  lenses. 

It  appears  difficult  to  fit  patients  with 
intraocular  lenses  so  that  normal  vision 
(emmetropia)  is  restored,  and  the  ma¬ 
jority  of  patients  must  use  other  correc¬ 
tive  articles,  such  as  spectacles  or  con¬ 
tact  lenses,  as  well. 

Many  intraocular  lenses  are  manufac¬ 
tured  from  polymethylmethacrylate, 
which  has  been  reported  to  degrade  in 
vivo.  This  degradation  may  cause 
changes  in  the  refractive  properties  of 
the  lens.  The  Commissioner  is  not  aware 
of  studes  of  visual  acuity  or  of  changes 
in  the  refractive  property  of  lenses  as  a 
function  of  time. 

Some  manufacturers  sterilize  intraoc¬ 
ular  lenses  by  treatment  with  caustic  so¬ 
lutions,  e.g.,  sodium  hydroxide,  main¬ 
taining  and  shipping  the  lenses  in  weak¬ 
er  caustc  solutions,  and  directing  that 
the  lenses  be  neutralized  in  sodium  bi¬ 
carbonate  and  rinsed  before  use.  The 
Commissioner  questions  the  adequacy 
of  this  sterilization  and  neutralization 
process  in  assuring  a  safe  and  effective 
product  under  production-line  condi¬ 
tions.  Some  manufacturers  use  an  ethy¬ 
lene  oxide  method  of  sterilization,  which 
presents  safety  concerns  if  the  lenses 
are  not  completely  degassed. 

During  the  months  of  October  and  No¬ 
vember  1975,  physicians  in  4  States  re¬ 
ported  11  cases  that  were  investigated 
by  FDA  of  unusual  ocular  infection  in 
patients  w'ho  had  had  an  intraocular 
lens  implanted  in  the  eye  after  cataract 
extraction.  Ocular  cultures  from  8  of  the 
11  patients  had  grown  a  fungus,  Paecilo- 
myces.  Vision  was  seriously  impaired  in 
all  patients,  and  removal  of  the  eye  was 
required  in  5  of  the  11  patents. 

Since  publication  of  the  notice  in  the 
Federal  Register  of  April  6,  1976  (41 
FR  14570)  about  the  above-described 
safety  problems,  the  Commissioner  has 
received  additional  reports  of  injuries 
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from  intraocular  lenses.  In  November 
1976,  an  outbreak  of  Pseudomonas-in¬ 
duced  infections,  found  to  be  directly  re¬ 
lated  to  the  solutions  in  which  the  intra¬ 
ocular  lenses  w'ere  packed,  was  reported 
(Ref.  3).  In  early  1977,  several  cases  of 
hypopyon  (an  accumulation  of  pus  in  the 
anterior  chamber  of  the  eye)  were  re¬ 
ported.  involving  two  major  designs  of 
lenses(  Ref.  4,  5) .  In  May  1977,  numerous 
cases  of  severe  complications  were  re¬ 
ported  by  one  manufacturer.  Reported 
complications  include:  early  and  late 
uveitis,  uncontrolled  high  intraocular 
pressure,  recurrent  sputtering  hyphemas 
(hemorrhage  into  the  anterior  chamber 
of  the  eye),  and  late  massive  hyphemas, 
as  late  as  8  months  postoperative  (Ref. 
6). 

Other  Federal  Register  Notices 
About  Intraocular  Lenses 

After  the  Commissioner  issued  the 
Federal  Register  notice  declaring  intra¬ 
ocular  lenses  to  be  new^  drugs,  the  Medi¬ 
cal  Device  Amendments  became  law  on 
May  28,  1976.  Thereafter,  FDA  pub¬ 
lished  two  additional  notices  relating  to 
intraocular  lenses. 

First,  on  August  20,  1976,  the  Com¬ 
missioner  proposed  regulations  prescrib¬ 
ing  procedures  and  conditions  for  in¬ 
vestigations  of  devices  generally.  In  the 
preamble  to  this  proposal,  the  Commis¬ 
sioner  clearly  stated  that  the  proposed 
regulations  w’ould  apply  to  any  clinical 
use  in  humans  of  devices  that  were  re¬ 
garded  as  new  drugs  before  May  28, 
1976,  and  are  class  III  devices  under 
section  520*1)  of  the  act,  and  for  which 
no  approved  application  for  premarket 
approval  under  section  515  of  the  act  is 
in  effect.  This  proposal  therefore  was 
applicable  to  intraocular  lenses,  except 
those  for  which  premarket  approval  ap¬ 
plications  had  been  approved.  As  yet,  the 
Commissioner  ‘has  not  received  or  ap¬ 
proved  any  premarket  approval  applica¬ 
tion  from  any  intraocular  lens  manu¬ 
facturer. 

Second,  the  Commissioner  explained 
the  regulatory  status  of  intraocular 
lenses  under  the  amendments  in  a  no¬ 
tice  to  manufacturers,  published  in  the 
Federal  Register  of  September  13,  1976 
(41  FR  38802).  This  notice  explained 
that  the  amendments  defined  as  a  de¬ 
vice  any  medical  product,  including  in¬ 
traocular  lenses,  which  does  not  depend 
on  chemical  action  within  or  on  the  body 
or  upon  being  metabolized  to  achieve 
any  of  its  principal  intended  purposes. 
The  notice  stated  that,  effective  May  28, 
1976,  the  date  of  enactment  of  the 
amendments,  intraocular  lenses  are  reg¬ 
ulated  as  devices  under  the  act  and  are 
classified  in  class  m,  premarket  ap¬ 
proval.  Tlie  September  13,  1976  notice 
further  announced  that  the  new  drug 
controls  announced  in  the  Federal  Reg¬ 
ister  of  April  6,  1976  were  no  longer  ap¬ 
plicable  to  intraocular  lenses  since,  as 
of  May  28.  1976,  they  have  been  re¬ 
placed  by  similar  new  controls  applica¬ 
ble  to  class  III  devices.  Accordingly,  the 
portion  of  the  April  6,  1976  notice  that 
pertains  to  new  drug  controls  was  re¬ 


scinded.  Finally,  in  the  September  13, 
1976  notice  the  Commissioner  announced 
that  he  had  concluded  that  it  is  neces¬ 
sary  to  restrict  the  use  of  intraocular 
lenses  to  investigational  use  by  experts 
qualified  by  scientific  training  and  ex¬ 
perience  to  investigate  the  safety  and 
effectiveness  of  such  devices.  The  Com¬ 
missioner  also  announced  his  intention 
to  apply  restrictions  on  the  use  of  intra¬ 
ocular  lenses  so  that  they  will  be  rea¬ 
sonably  available  to  physicians  meeting 
appropriate  qualifications,  which  are 
being  prescribed  in  this  regulation. 

The  September  13,  1976  notice  also  in¬ 
vited  public  comment  on  guidelines  for 
investigational  studies  of  these  products, 
developed  by  the  agency’s  Bureau  of 
Medical  Devices  in  cooperation  with  its 
Ophthalmic  Device  Classification  Panel. 
The  notice  also  announced  that  the  date 
by  which  applications  for  investigational 
device  exemptions  for  intraocular  lenses 
shall  be  filed  would  be  the  effective  date 
of  the  final  regulations  on  investigational 
device  exemption.^  applicable  to  devices 
generally,  i.e.,  90  days  after  publication 
of  such  regulations. 

At  that  time.  FDA  had  planned  to  pub¬ 
lish  final  investigational  device  regula¬ 
tions  by  the  end  of  1976.  These  plans 
were  revised  after  FDA  decided  to  pro¬ 
vide  for  additional  public  involvement  in 
the  development  of  these  regulations  by 
publishing  for  comment  a  reproposal  in 
the  form  of  a  tentative  final  regulation. 
Since  these  procedures  will  require 
several  months,  and  public  health  pro¬ 
tection  requires  immediate  action  to  con¬ 
trol  the  use  of  intraocular  lenses,  the 
Commissioner  has  decided  to  publish 
final  investigational  device  regulations 
applicable  only  to  these  lenses  while  com¬ 
pleting  work  on  the  general  regulations. 
When  the  general  investigational  device 
regulations  are  published  in  final  form 
and  become  effective,  the  Commissioner 
will  rescind  those  portions  of  these  regu¬ 
lations  applicable  to  investigational 
studies  of  intraocular  lenses  that  are 
adequately  covered  by  the  general  regu¬ 
lations. 

The  Commissioner  believes  that  the 
regulations  published  on  August  20,  1976, 
as  proposed  Part  812,  are  generally  ap¬ 
propriate  for  investigational  control  of 
intraocular  lenses.  He  has  adapted  pro¬ 
posed  Part  812  to  intraocular  lenses,  with 
changes  based  on  comments,  as  discussed 
below.  The  regulations  are  effective  90 
days  after  publication  in  the  Federal 
Register,  except  that  applications  should 
be  filed  30  days  earlier  if  sponsors  wish 
to  prevent  interruption  of  ongoing 
studies,  and  the  regulations  are  desig¬ 
nated  as  Part  813. 

Enforcement  of  Investigational  Device 
Controls 

The  Food  and  Drug  Administration 
may  enforce  the  investigational  device 
provisions  in  section  520(g)  of  the  act 
through  several  provisions  in  section  301 
of  the  act  (21  U.S.C.  331)  enumerating 
prohibited  acts.  Most  importantly,  new 
section  301(q)(l)  makes  it  a  prohibited 
act  to  fail  or  refuse  to  comply  with  any 
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requirement  prescribed  under  section 
520(g)  of  the  act.  In  addition,  imder  new 
section  301  (q)  (2)  of  the  act,  it  is  a  pro¬ 
hibited  act  to  submit,  with  respect  to  any 
device,  any  report  required  by  or  under 
the  act  that  is  false  or  misleading  in  any 
material  respect.  The  latter  prohibition 
applies  to  all  reporting  requirements  un¬ 
der  the  act  concerning  devices,  includ¬ 
ing  reporting  under  these  investigational 
device  regulations,  and  supplements  the 
penalties  provided  by  the  False  Reports 
to  the  Government  Act  (18  U.S.C.  1001). 
In  addition,  section  301(1)  of  the  act  as 
amended  makes  it  a  prohibited  act  to 
represent  or  suggest  in  the  labeling  or 
advertising  of  any  device  that  FDA  has 
approved  an  application  for  an  e^cemp- 
tion  under  section  520(g). 

Other  enforcement  provisions  are 
found  in  amendments  to  section  501  of 
the  act,  defining  conditions  under  which 
devices  are  considered  adulterated  and 
thus  imlawful.  New  section  501(f)  (1)  (C) 
of  the  act  deems  as  adulterated  any 
class  III  device  that  was  classified  under 
section  520(1)  into  class  m,  which  is  i*e- 
quired  to  have  an  approved  premarket 
approval  application  in  effect  under  sec¬ 
tion  515,  and  which  does  not  have  such 
an  application  in  effect.  This  section 
applies  to  intraocular  lenses  and  other 
devices  formerly  regarded  as  new  drugs. 
Also,  under  new  section  501  (i),  an  in¬ 
vestigational  device  is  considered  adul¬ 
terated  if  either  the  person  granted  the 
exemption  or  an  Investigator  using  the 
device  fails  to  comply  with  a  requirement 
under  section  520(g)  of  the  act,  i.e., 
these  regulations.  Adulterated  or  mis¬ 
branded  devices  may  be  seized  wherever 
they  are  foimd,  under  section  304(a)  (2) 
of  the  act  as  amended,  and  are  subject 
to  other  regulatory  action  under  the  act. 

The  amended  act  also  includes  pro¬ 
visions  to  protect  trade  secrets  acquired 
by  FDA  under  the  investigational  device 
regulations  (section  301  (j)  of  the  act,  as 
amended),  to  facilitate  FDA  inspection 
of  required  records  (section  704  of  the 
act,  as  amended),  and  to  require  that 
export  of  Investigational  devices  be  ap¬ 
proved  by  the  foreign  government  and 
hy  FDA  (section  801(d)  of  the  act,  as 
amended) . 

General  Provisions 

SCOPE 

Section  813.1  implements  sections  520 
(g)  and  (1)  of  the  act  by  providing  that 
Intraocular  lenses  may  be  exempted  from 
otherwise  applicable  sections  of  the  act 
(e.g.,  misbranding,  registration,  premar¬ 
ket  notification,  performance  standards, 
premarket  approval  and  records  and  re¬ 
ports,  restricted  devices,  good  manufac¬ 
turing  practices  and  color  additive  con¬ 
trols,  sections  502,  510,  514,  515,  519, 
520(e) ,  520(f) ,  and  706  of  the  act  respec¬ 
tively)  to  permit  investigational  studies 
by  qualified  experts  to  determine  the 
safety  and  effectiveness  of  the  lenses. 

Section  813.1  provides  that  an  appli¬ 
cation  may  be  approved  subject  to  con¬ 
ditions  specifically  retaining  the  applica¬ 
bility  of  certain  provisions  of  the  act.  In 


short,  the  extent  of  the  exemption  from 
provisions  of  the  act  may  be  varied. 

The  requirement  in  proposed  §  812.1  (c) 
that  a  device  is  not  exempt  when  a  spon¬ 
sor  indicates  that  an  exemption  is  not  re¬ 
quested  for  a  provision  of  the  act  was 
eliminated  because  the  Commissioner  be¬ 
lieves  that  sponsors  will  invariably  re¬ 
quest  an  exemption  from  all  provisions. 
Also,  the  provision  providing  an  exemp¬ 
tion  from  the  bann^  device  authority  in 
section  516  of  the  act  was  deleted  as  un¬ 
necessary  in  the  context  of  the  specific 
treatment  in  this  regulation  of  intra¬ 
ocular  lenses. 

Numerous  comments  were  received  on. 
proposed  §  812.1.  Many  comments  ex¬ 
pressed  the  view  that,  in  the  proposal, 
the  objective  of  encouraging  discovery 
and  development  of  devices  seemed  to  be 
subordinated  to  the  objective  of  protect¬ 
ing  the  public  health  to  such  a  degree 
that  development  of  new  devices  would 
be  effectively  stifled.  One  comment  sug¬ 
gested  adding  the  objective  of  maintain¬ 
ing  optimum  scientific  freedom  for  in¬ 
vestigators. 

The  Commissioner  believes  that 
changes  made  in  the  regulations  in  re¬ 
sponse  to  other  comments  maintain  in 
proper  balance  the  goals  of  encouraging 
the  discovery  and  development  of  useful 
devices  and  at  the  same  time  the  protec¬ 
tion  of  the  public  health  through  the  pro¬ 
tection  of  the  rights  of  human  subjects. 

APPLICABILITY 

Section  813.2  makes  this  part  applica¬ 
ble  to  all  implantations  of  intraocular 
lenses  in  humans.  This  requirement  is 
needed  because  of  the  injuries  that  have 
been  associated  with  use  of  intraocular 
lenses,  as  discussed  above.  The  incidence 
of  injuries,  and  their  association  with 
various  individual  lens  products,  indi¬ 
cates  the  need  for  additional  testing  of 
these  lenses,  under  controlled  investiga¬ 
tions,  before  they  may  again  be  made 
commercially  available. 

Section  813.2  omits  the  discussion  of 
other  transitional  products  in  the  pro¬ 
posal  since  it  is  not  applicable  to  these 
regulations. 

Comments  received  on  the  August  20 
proposal  recommended  that  the  regula¬ 
tion  be  structured  according  to  the  risk 
involved  in  the  investigational  use  of  the 
device.  Elaborate  and  constructive  pro¬ 
posals  were  submitted  for  restructuring 
the  applicability  of  the  regulation.  Al¬ 
though  the  Commissioner  is  unable  to 
adopt  specifically  any  of  the  proposals 
in  its  entirety,  he  agrees  that  appplica- 
bility  of  the  regulation  should  reflect  the 
risk  presented  in  a  specific  study.  Pro¬ 
posed  §  812.2  will  be*  revised  extensively 
in  the  tentative  final  investigational  de¬ 
vice  exemption  regulations  to  provide 
differing  regulatory  controls  that  refiect 
the  criticalness  of  the  investigational  de¬ 
vice  and  the  relative  risks  presented  by 
the  study.  The  tentative  final  regulations 
also  will  exempt  certain  custom  devices 
from  investigational  device  controls. 

The  Commissioner  regards  all  intra¬ 
ocular  lenses  as  critical  investigational 
devices  and  all  implantations  of  intra¬ 


ocular  lenses  m  humans  as  presenting  a 
substantial  risk.  Accordingly,  all  im¬ 
plantations  of  intraocular  lenses  are  re¬ 
garded  as  studies  that  fall  into  that  cate¬ 
gory  for  which  all  requirements  of  the 
investigational  device  exemption  regu¬ 
lations  must  be  met.  Because  the  Com¬ 
missioner  believes  that  any  implanta¬ 
tions  of  an  intraocular  lens  is  a  substan¬ 
tial  risk  procedure  involving  a  critical  in¬ 
vestigational  device  whose  safety  and  ef¬ 
fectiveness  have  not  been  established, 
any  use  of  the  lens  necessarily  involves 
safety  and  effectiveness  testing  that  is 
subject  to  the  requirements  of  Part  813. 
Although  there  is  no  custom  device  ex¬ 
emption  in  these  regulations,  a  sponsor 
of  a  custom  intraocular  lens  designed  for 
an  individual  patient  can  petition  for 
waiver  of  requirements  that  cannot 
practically  apply  to  the  manufacture  and 
implantation  of  that  lens. 

Because  §  813.2  deals  with  only  one 
class  of  products,  intraocular  lenses, 
which  are  classified  by  statute  in  class 
III,  the  discussion  in  the  proposal  re¬ 
garding  device  classification,  found  in 
§812.2  (b),  (c),  and  (d)(1),  is  inappli¬ 
cable  to  this  regulation. 

DEFINITIONS 

Section  813.3  lists  definitions  used  in 
this  regulation. 

An  intraocular  lens  is  defined  in  §  813.- 
3(a)  as  a  lens  designed  to  replace  sur¬ 
gically  the  natural  lens  of  the  human 
eye.  For  purposes  of  this  regulation  an 
intraocular  lens  is  by  definition  an  in¬ 
vestigational  device  because  it  may  only 
be  used  in  Investigational  studies  for  the 
purpose  of  testing  its  safety  and  effec¬ 
tiveness.  The  term  intraocular  lens  is 
used  interchangeably  with  “investiga¬ 
tional  device,”  “lens,”  and  “lenses” 
(when  the  plural  is  intended). 

Section  813.3(b)  provides  a  revised 
definition  of  investigational  device, 
which  means  a  device  used  in  investiga¬ 
tional  study  involving  human  subjects 
where  the  purpose  of  the  study  is  to  de¬ 
termine  whether  the  device  is  safe  and 
effective.  Similarly,  the  definition  of  in¬ 
vestigational  plan  in  {  813.3(c)  is  revised 
and  means  a  plan  or  protocol  for  using 
an  investigational  device  in  an  investiga¬ 
tional  study.  An  investigational  plan 
must  meet  the  requirements  of  I  813.25. 
Also  revised  is  the  definition  of  an  in¬ 
vestigational  study  in  §  813.3(d),  which 
means  one  involving  human  subjects  and 
which  is  for  the  purpose  of  determming 
whether  a  device  is  safe  or  effective.  The 
definition  of  investigator  in  §  813.3(e)  is 
revised  to  clarify  that  someone  other 
than  the  investigator  may  participate  in 
the  study  if  that  person  participates  in 
the  study  under  the  supervision  of  the 
investigator  and  is  identified  as  an  in¬ 
vestigator  in  the  application  for  an  in¬ 
vestigational  device  exemption. 

The  definition  of  sponsor  in  §  813.3(g) 
was  revised  in  response  to  comments  that 
government  agencies  sponsoring  re¬ 
search  by  means  of  grants  would  not  in 
all  instances  wish  to  become  a  sponsor 
within  the  meaning  of  the  proposal.  Ac¬ 
cordingly,  language  in  the  original  pro- 
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posal  which  made  any  person  who  sup- 
ix>rted  a  study  by  financial  or  other  re¬ 
sources  a  sponsor,  was  eliminated  and 
language  was  added  to  indicate  that  a 
sponsor  is  any  person  who  initiates  an 
investigation  but  who  does  not  actually 
conduct  the  investigation.  This  change  of 
language  does  not  reflect  any  change  in 
the  requirement  that  someone  must  as- 
siune  the  responsibilities  of  a  sponsor  in 
an  application.  The  Commissioner  does 
not  intend  to  require  that  any  particular 
individual  perform  these  functions.  Thus, 
a  government  agency  that  supports  an 
investigational  device  study  by  means  of 
a  grant  would  not  necessarily  be  a  spon¬ 
sor  unless  it  identified  itself  as  a  spon¬ 
sor  by  submitting  an  application  for  an 
investigational  device  exemption.  How¬ 
ever,  the  recipient  of  the  grant  or  some¬ 
one  else  must  assume  the  responsibilities 
of  a  sponsor  and  submit  an  application 
for  an  exemption. 

The  definitions  of  investigator,  spon¬ 
sor,  sponsor-investigator  also  were  modi¬ 
fied  to  conform  to  definitions  that  will 
appear  in  other  agency  documents  that 
will  apply  to  all  investigational  articles. 
An  investigator  and  a  sponsor-investiga¬ 
tor  are  defined  to  refer  only  to  a  living 
individual.  The  definition  of  sponsor  now 
contemplates  that  the  employees  of  a 
corporate  sponsor  may  be  considered  in¬ 
vestigators.  not  sponsor-investigators, 
when  they  undertake  clinical  investiga¬ 
tions  for  the  sponsor.  A  definition  of  the 
term  monitor  when  used  either  as  a  noun 
or  verb  is  added  for  clarity. 

One  comment  noted  that  the  term 
“institution”  should  not  include  a  manu¬ 
facturer  because  by  so  doing,  the  manu¬ 
facturer  might  be  required  to  institute  an 
in-house  institutional  review  committee. 
The  Commissioner  believes  that  it  is  in¬ 
appropriate  to  remove  the  term  manu¬ 
facturer  from  the  definition.  However, 
the  Commissioner  points  out  that  a  man¬ 
ufacturer  of  a  device  need  not  have  an 
in-house  institutional  review  committee 
unless  a  study  using  its  employees  as 
subjects  is  being  conducted. 

A  new  definition  of  institutional  re¬ 
new  committee  appears  in  §  813.3(1) .  An 
institutional  review  committee  is  defined 
as  a  committee  appointed  by  an  insti¬ 
tution  to  review  and  monitor  investiga¬ 
tions  in  which  human  subjects  partici¬ 
pate,  having  the  primary  responsibility 
of  protecting  human  subjects  from  risk 
to  health,  safety  or  dignity  in  accord¬ 
ance  with  current  professional  standards 
and  the  requirements  of  Part  813.  The 
emphasis  is  on  protection  of  human  sub¬ 
jects,  which  is  accomplished  by  review 
and  monitoring  of  an  investigation  con¬ 
ducted  in  an  institution.  The  term  “cur¬ 
rent  professional  standards”  is  intended 
to  encompass  the  standards  in  effect  in 
the  medical  profession  at  any  given  time 
and  would  include  the  Helsinki  Conven¬ 
tion,  the  American  Medical  Association 
Standards,  and  such  other  professional 
standards  that  may  be  developed  in  the 
future.  The  term  is  not  intended  to 
freeze  professional  standards.  As  profes¬ 
sional  standards  change,  it  is  antici¬ 
pated  that  the  standards  applied  by  in¬ 


stitutional  review  committees  will  reflect 
changes  in  medical  community  ethics. 
The  committee  also  must  provide  human 
protection  in  accordance  with  the  re¬ 
quirements  of  this  part  in  Subpart  D  and 
F.  Section  813.3(1)  notes  that  an  insti¬ 
tutional  review  cwnmittee  may  be  known 
by  any  name,  such  as  an  institutional 
review  board,  and  still  function  as  an 
institutional  review  committee  under 
this  definition. 

General  Qualifications  for  an 
Exemption 

Section  813.5  enumerates  the  condi¬ 
tions  that  must  be  met  for  intraocular 
lenses  to  be  exempted  from  otherwise 
applicable  requirements  of  the  act.  Sec¬ 
tion  813.5(a)  requires  the  label  to  bear 
the  name  and  place  of  business  of  the 
manufacturer,  packer  or  distributor; 
the  quantity  of  the  contents;  the  steril¬ 
ity  shelf  life  of  the  lens;  and  a  caution¬ 
ary  statement  that  the  device  is  limited 
to  investigational  use. 

The  Commissioner  has  added  the  re¬ 
quirement  that  the  label  bear  the  steril¬ 
ity  shelf  life  of  intraocular  lenses  be¬ 
cause  this  is  a  critical  factor  in  the  safe¬ 
ty  of  these  products. 

Petitions  for  Waiver  of 
Requirements 

The  Commissioner  received  a  number 
of  comments  on  proposed  §  812.10  sug¬ 
gesting  that  the  Commissioner  be  re¬ 
quired  to  act  on  a  petition  on  a  waiver 
of  a  requirement  under  the  investiga¬ 
tional  device  regulations  in  the  same  30- 
day  period  in  which  he  is  required  to  act 
on  the  application  for  exemption.  One 
comment  argued  that  the  petition  for 
waiver  should  be  incorporated  into  the 
application  form  for  an  investigational 
device  exemption  since  this  would  re¬ 
quire  the  Commissioner  to  respond  with¬ 
in  the  30  days. 

The  Commissioner  does  not  believe 
that  in  extending  this  privilege  of  re¬ 
questing  a  waiver,  which  is  not  required 
by  statute,  he  must  be  governed  by  the 
statutory  30-day  response  period  pre¬ 
scribed  for  action  on  an  application  for 
an  investigational  device  exemption. 
Such  a  time  limitation  in  which  to  re¬ 
spond  to  waiver  petitions  may  not  be 
realistic  if  the  waiver  is  requested  for 
many  requirements  and  the  evaluation 
of  the  petition  requires  extended  discus¬ 
sion  and  review.  The  Commissioner  as¬ 
sures  all  interested  parties  that  the  peti¬ 
tion  for  waiver  w’ill  be  acted  upon  as 
expeditiously  as  possible,  within  30  days 
in  many  cases,  and  that  there  is  no  in¬ 
tent  to  delay  action  on  a  petition  for  a 
ivaiver  any  longer  th^in  is  necessary  to 
evaluate  it. 

Another  comment  relating  to  waivers 
was  that  fulfillment  of  requirements  im¬ 
posed  by  other  government  agencies  un¬ 
der  a  grant  or  contract  should  result  in 
an  automatic  waiver.  The  Commissioner 
believes  that  although  fulfillment  of  re¬ 
quirements  imposed  by  other  agencies 
would  certainly  be  a  major  factor  in  de¬ 
termining  whether  to  grant  a  petition 
for  waiver,  the  ultimate  determination 


must  depend  on  whether  the  require¬ 
ments  imposed  by  that  agency  suffi¬ 
ciently  protect  the  public  health  and 
safety  to  permit  the  granting  of  the  peti¬ 
tion  for  waiver.  The  Commissioner  notes 
that  it  is  not  the  practice  to  waive  com¬ 
pliance  for  investigational  drug  require¬ 
ments  even  though  a  study  is  conducted 
under  a  grant  from  another  government 
agency. 

A  final  comment  suggested  that  any 
final  regulation  should  specify  that  con¬ 
fidential  information  contained  in  a  peti¬ 
tion  for  waiver  would  be  protected  from  ' 
public  disclosure.  The  Commissioner  re¬ 
sponds  that  information  contained  in  a 
petition  for  waiver  is  subject  to  the  same 
protection  as  information  contained  in 
an  application  for  exemption  as  pre¬ 
scribed  by  §  813.20  and  is  disclosable  to 
the  public  upon  request  under  the  same 
conditions  as  information  contained  in 
an  application  for  exemption  can  be  dis¬ 
closed. 

Requirements  Applicable  to  Importers 
AND  Exporters  of  Intraocular  Lenses 

Section  813.19  sets  forth  requirements 
applicable  to  persons  w'ho  import  or  ex¬ 
port  intraocular  lenses. 

Section  813.19(b),  describing  the  re¬ 
quirements  for  the  export  of  intraocular 
lenses,  is  abbreviated  from  the  proposal 
and  simply  follows  section  801(d)  of  the 
act.  The  Commissioner  will  require  com¬ 
pliance  with  Part  813  as  a  condition  to 
export  where  this  is  appropriate  to  assure 
adequate  protection  of  public  health  and 
safety. 

The  provisions  of  §  813.19(b) ,  proposed 
as  §  812.19(b),  received  numerous  com¬ 
ments.  Comments  argued  that  this  sec¬ 
tion  was  unconstitutional,  did  not  follow 
the  act.  and  exhibited  an  attempt  to 
“legislate  the  health  of  the  entire  world.” 

The  Commissioner  believes  that  the 
statement  in  §  813.19  parallels  closely  the 
intent  of  section  801(d)  of  the  amend¬ 
ments  and  accurately  reflects  congres¬ 
sional  intent.  The  Commissioner  dis¬ 
claims  any  desire,  as  charged  by  such 
comments,  “to  legislate  for  the  entire 
world”;  however,  he  believes  that  the 
concept  of  public  health  is  a  universal 
concept  and  that  the  agency  must  con¬ 
sider  events  occurring  in  foreign  coun¬ 
tries  in  determining  whether  exportation 
of  a  device  is  contrary  to  the  public 
health  and  safety.  The  Commissioner  re¬ 
jects  the  comments  to  the  effect  that  he 
lacks  the  authority  to  regulate  the  con¬ 
duct  of  manufacturers  or  exporters  where 
the  primary  impact  of  their  conduct  will 
occur  outside  the  boundaries  of  the 
United  States  and  its.  possessions  and 
points  out  that  exports  of  investigational 
new  drugs  are  controlled.  In  some  cases, 
the  mere  existence  of  an  approved  inves¬ 
tigational  device  exemption  for  domestic 
studies  is  not  sufficient  by  itself  to  war¬ 
rant  the  export  of  the  device  unless  the 
Commissioner  is  assured  that  there  Is 
satisfactory  provision  within  the  import¬ 
ing  country  to  control  the  device  after 
import.  The  Commissioner’s  preference 
is  that  the  importing  country  have  suf- 
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ficient  regulatory  controls  and  organiza¬ 
tional  apparatus  to  assure  that  the  de¬ 
vice  Is  investigated  under  conditiors 
equivalent  to  those  under  which  it  is 
being  investigated  or  could  be  investi¬ 
gated  within  the  United  States.  Where 
this  is  not  the  case,  the  Commissioner 
reserves  the  right  to  refuse  to  permit 
the  export  of  intraocular  lenses  if  he 
believes  that  the  conditions  under  which 
the  lenses  will  be  tested  in  the  importing 
country  are  such  that  an  approved  in¬ 
vestigational  device  exemption  would  no 
longer  be  subject  to  adequate  control. 

Hie  Commissioner  recognizes  that  in 
dealing  with  foreign  governments,  unique 
and  unusual  situations  may  occur,  e.g.,  it 
may  be  difficult  to  determine  which  for¬ 
eign  government  agency  should  approve 
the  importation  of  the  device.  Rather 
than  rewrite  the  requirements  of  this 
regulation  in  terms  of  the  unusual,  the 
Commissioner  prefers  to  deal  with  un¬ 
usual  situations  as  they  are  presented,  on 
a  case-by-case  basis.  If  an  exporter  dis¬ 
covers  that  there  is  no  foreign  official  who 
can  grant  clearance  to  the  proposed  im¬ 
port  of  the  device  as  is  required  by  this 
section,  the  manufacturer,  or  exporter, 
or  siionsor  can  request  a  waiver.  Hie 
Commissioner  will  respond  to  such  situ¬ 
ations  as  he  deems  appropriate  after  in¬ 
vestigating  the  facts  and,  where  neces¬ 
sary,  consulting  with  the  Department  of 
State  or  other  Federal  agencies. 

Applications  for  Exemptions  for  Inves¬ 
tigational  Studies  of  Intraocular 

Lenses 

Proposed  Subpart  B  sets  forth  the  re¬ 
quirements  for  information  that  must  be 
contained  in  applications  for  exemption 
needed  to  conduct  investigational  studies 
of  intraocular  lenses.  Hiis  subpart 
prompted  numerous  comments.  Several 
comments  proposed  that  the  chairman  of 
the  institutional  review  committee  rather 
than  the  individual  members  sign  the  ap¬ 
plication.  Other  comments  related  to  the 
time  period  for  notifications  required  in 
the  event  of  unforeseen,  adverse  reac¬ 
tions.  Several  comments  requested  that 
the  time  period  for  reporting  adverse  re¬ 
actions  be  extended.  Other  comments  ob¬ 
jected  to  the  detail  required  in  describ¬ 
ing  the  components  and  principles  of  op¬ 
eration  of  the  device.  Most  comments 
said  that  a  complete  description  of  device 
components  was  not  feasible  and  that  a 
list  of  critical  parts  would  be  more 
appropriate. 

Similarly,  with  respect  to  the  contents 
of  the  report  of  prior  investigations, 
comments  said  that  complete  informa¬ 
tion  about  preclinical  testing  would  be  so 
voluminous  as  to  be  impossible  of  fulfill¬ 
ment,  especially  in  the  case  of  devices 
that  had  long  been  on  the  market. 

Several  comments  focused  on  the  sec¬ 
tions  dealing  with  disapproval  and  with¬ 
drawal  of  the  application  and  requested 
that  action  not  be  taken  except  in  those 
instances  where  the  resulting  failure  to 
conform  to  the  requirements  of  Subpart 
B  resulted  in  harm  to  the  patients  or  sub- 
jacts  involved.  Hiese  comments  sug¬ 


gested  that  disapproval  or  withdrawal  of 
the  application  be  limited  to  serious  vio¬ 
lation  of  the  regulations. 

As  suggested  by  other  comments,  the 
Commissioner  has  revised  the  procedure 
for  filing  an  application  to  permit  hand 
delivery  as  well  as  mailing.  F^thermore, 
only  three  copies  of  the  application  now 
are  required. 

Paragraph  (b)  (2)  of  §  813.20(b)  re¬ 
quires  for  intraocular  lenses  a  descrip¬ 
tion  of  all  components  and  ingredients 
of  the  device.  Despite  the  comments  sug¬ 
gesting  that  only  important  components 
need  be  described  in  the  application,  the 
Commissioner  believes  that,  with  respect 
to  intraocular  lenses,  a  complete  state¬ 
ment  of  components  and  ingredients  is 
necessary  for  FDA  evaluation.  Hie  Com- 
missicHier  also  believes  that  for  a  product, 
such  as  an  intraocular  lens,  which  is 
made  up  of  relatively  few  components 
and  ingredients,  the  requirement  to  sub¬ 
mit  all  components  and  ingredients  is 
not  burdensome.  All  information  fur¬ 
nished  must  be  in  sufficient  detail  so  that 
a  scientist  or  physician  familiar  with 
the  lens  but  not  necessarily  expert  with 
regard  to  the  specific  lens  can  make  a 
knowledgeable  judgment  as  to  the  antic¬ 
ipated  safety  and  effectiveness  of  the 
device  in  the  study.  A  qualified  person 
need  not  be  an  expert  with  respect  to  the 
lens  in  order  to  make  a  knowledgeable 
judgment. 

Section  813.20(b)  (3)  was  modified  to 
delete  the  requirement  of  including  a 
complete  statement  of  methods,  facilities 
and  controls  used  in  the  manufacture, 
processing,  packing,  and  storage  of  the 
lens.  Hie  Commissioner  is  requiring  in¬ 
stead  a  description  of  those  methods, 
facilities,  and  controls  used  for  manu¬ 
facture,  processing,  packing,  and  stor¬ 
age  in  enough  detail  so  that  a  person 
informed  in  that  general  area  can  make 
a  knowledgeable  judgment  about  the 
anticipated  safety  and  effectiveness  of 
the  lens. 

Proposed  §  812.20(b)  (4)  was  omitted 
since  it  is  unlikely  that  a  sponsor  will 
seek  less  than  a  complete  exemption  for 
intraocular  lenses. 

New  5  S13.20(b)  (4)  requires  the  spon¬ 
sor  to  identify  the  location  (s)  of  the 
study  and  whether  an  institutional  re¬ 
view  committee  (s)  will  review  and 
monitor  the  study.  Hie  Commissioner  be¬ 
lieves  that  a  study  of  ah  intraocular  lens 
should  be  reviewed  and  monitored  by  an 
institutional  review  committee  whenever 
one  exists  or  can  be  created.  For  this 
reason,  FDA  will  carefully  review  appli¬ 
cations  for  investigational  device  exemp¬ 
tions  where  there  is  no  provision  for 
monitoring  by  institutional  review  com¬ 
mittees  because  the  Commissioner  does 
not  believe  that  alternative  measures 
exist  that  can  adequately  protect  human 
subjects.  Hierefore,  the  lack  of  a  par¬ 
ticipating  committee  may  justify  dis¬ 
approval  of  an  otherwise  meritorious  ap¬ 
plication.  Hius,  every  effort  should  be 
made  to  conduct  investigational  studies 
of  intraocular  lenses  at  facilities  that 
have,  or  will  establish,  an  institutional 
review  committee. 


FDA  has  made  it  known  for  some  time 
that  an  institutional  review  committee 
requirement  would  generally  apply  to  In¬ 
vestigational  studies  of  intraocular 
lenses:  an  institutional  review  provision 
was  contained  in  FDA's  guidelines  for 
intraocular  lens  testing,  on  which  public 
comment  was  invited  in  the  notice  in  the 
Federal  Register  of  September  13,  1976, 
and  has  been  discussed  at  meetings  of  the 
Ophthalmic  Device  Classification  Panel 
and  other  meetings  attended  both  by 
PDA  representatives  and  by  representa¬ 
tives  of  intraocular  lens  manufacttirers 
and  users. 

Section  813.20(b)  (7)  was  revised  to  re¬ 
quire  only  the  committee  chairman 
rather  than  each  member  of  the  com¬ 
mittee  to  sign  the  review  of  the  investi¬ 
gational  plan.  Hie  Commissioner  agrees 
with  comments  that  the  requirement  for 
all  members  to  sign,  taken  together  with 
the  quonun  requirements,  could  effec¬ 
tively  give  a  minority  member  a  veto 
over  the  project  regardless  of  the  views 
of  the  remaining  committee  members. 

Section  813.20(b)  (8)  was  revised  in 
response  to  a  comment  that  FDA  should 
require  submission  of  all  informational 
materials  to  be  given  to  human  subjects, 
including  all  forms  to  be  used  to  obtain 
informed  consent. 

Hie  Commissioner  received  a  com¬ 
ment  on  §  813.20(b)  (8),  proposed  as 
§  812.20(b)  (7),  from  the  Intraocular 
Lens  Manufacturers’  Association  rec¬ 
ommending  that  language  be  added  stip¬ 
ulating  that  the  sole  purpose  of  requir¬ 
ing  submission  of  a  copy  of  all  informed 
consent  forms  to  be  used  in  the  study 
is  to  assure  compliance  with  the  in¬ 
formed  consent  requirements  in  proposed 
§§  812.120  and  812.130.  Hie  comment 
suggested  that  this  language  state  that 
no  single  type  of  informed  consent  is 
mandatory  and  it  is  the  responsibility 
of  each  individual  investigator  to  obtain 
and  use  an  informed  consent  best  suited 
to  his  needs,  providing  compliance  with 
the  regulations  is  achieved.  Hie  Associa¬ 
tion  explained  that  the  purpose  of  the 
suggested  change  is  to  clarify  to  spon¬ 
sors  and  investigators  that,  where  in¬ 
formed  consent  forms  must  be  changed 
so  .as  to  be  in  compliance  with  the  reg¬ 
ulations,  sponsor  and  investigator  mu¬ 
tually  understand  and  accept  that  no 
responsibility  is  assumed  by  FDA  or  the 
sponsor  for  professional  liability  protec¬ 
tion  as  a  result  of  such  changes,  or  for 
the  lack  of  professional  liability  protec¬ 
tion  as  a  result  of  such  changes. 

The  Commissioner  is  not  adopting  this 
suggestion.  The  proposal  did  not  contain 
inflexible  provisions  as  to  the  type  of 
informed  consent  required,  and  none  are 
required  in  Part  813.  The  Commissioner 
expresses  no  opinion  on  the  professional 
liability  of  investigators  or  the  respon¬ 
sibility  of  sponsors  to  investigators  when 
changes  must  be  made  in  consent  forms 
to  meet  FDA  requirements. 

Section  813.20(b)  (10)  requires  the 
sixinsor  to  submit  a  description  of  the 
scientifle  training  and  experience  the 
sponsor  considers  appropriate  to  qualify 
individuals  to  be  investigators.  In  emn- 
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plying  with  this  requirement,  sponsors 
should  indicate  how  they  meet  FTDA  re¬ 
quirements  under  §  813.66  and  the  spon¬ 
sor’s  additional  criteria  as  to  training, 
experience,  and  expertise  needed  to  be¬ 
come  an  investigator  of  that  sponsor’s 
product.  ’Ihe  Commissioner  expects 
sponsors  of  intraocular  lens  studies,  in 
selecting  investigators,  to  consider  fac¬ 
tors  in  addition  to  FDA  requirements 
under  §  813.66.  Among  these  factors  are 
the  number  of  lenses  an  investigator  has 
implanted;  experience  with  lenses  the 
investigator  has  implanted:  whether  the 
investigator  has  taken  courses  on  intra¬ 
ocular  lens  implantation  and  has  been 
trained  in  the  actual  implantation  of 
the  lenses  under  the  supervision  of  an 
experienced  investigator:  and  the  nature 
of  the  lens  and  what  is  known  about  it. 

The  Intraocular  Lens  Manufacturers 
Association  suggested  that  no  statement 
of  prior  institutional  review  committee 
disapprovals. .  required  by  proposed 
§  812.20(b)  (12) ,  should  be  required  if  the 
device  was  not  previously  subject  to  a 
requirement  to  obtain  an  investigational 
exemption  or  available  for  study. 

The  Commissioner  sees  no  reason  to 
adopt  this  suggestion.  If  the  comment 
means  that  an  institutional  review  com¬ 
mittee  might  have  turned  the  study  down 
because  there  was  no  provision  for  ob¬ 
taining  an  FDA  approved  exemption, 
including  such  a  statement  in  the  appli¬ 
cation  will  in  no  way  prejudice  approval. 
Failure  to  mention  a  prior  disapproval 
may  lead  to  additional  questions  at  a  fu¬ 
ture  time.  The  Commissioner  believes  it 
is  better  for  all  parties  concerned  for  any 
problems  encountered  in  obtaining  in¬ 
stitutional  review  committee  approval  to 
be  described  in  the  application. 

The  Intraocular  Lens  Manufacturers’ 
Association  also  submitted  comments 
objecting  to  any  FDA  attempt  to  control 
lens  prices.  Revised  S  813.20(b)  (15) 
(proposed  §  812.20(b)  (14) )  takes  this 
comment  into  account  and  only  requires 
that  FDA  be  notified  of  a  sponsor’s  in¬ 
tent  to  charge  for  the  lens. 

Proposed  §  812.20(b)  (17)  was  renum¬ 
bered  as  §  813.20(b)  (18),  and  provi¬ 
sions  are  added  in  response  to  comments 
that  FTDA  could  effectively  prevent  a 
sponsor  from  obtaining  review  of  FDA 
administrative  action  simply  by  making 
repeated  requests  for  information  with¬ 
out  ever  approving  or  disapproving  the 
application.  Other  comments  objected 
that  the  information  that  can  be  re¬ 
quested  by  FDA  is  not  restricted  to  rele¬ 
vant  information. 

The  Commissioner  agrees  that  only 
information  relevant  to  the  review  of  the 
application  need  be  submitted.  He  also 
agrees  and  clarifies  that  the  sponsor  may 
refuse  to  provide  the  requested  informa¬ 
tion  and  treat  FDA’s  request  as  a  final 
disapproval  for  purposes  of  requesting 
a  regulatory  hearing.  However,  the  Com¬ 
missioner  has  also  provided  that  if  his 
request  for  information  does  not  receive 
a  response  within  the  time  stated  in  the 
request,  he  will  treat  the  application  as 
withdrawn  to  prevent  a  sponsor  from 
simply  not  responding  to  requests  for 
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Information  and  arguing  that  he  is  still 
in  technical  compliance  with  the  regula¬ 
tion  because  his  application  is  F>ending. 

Investigational  Plan 

Section  813.25  states  the  requirements 
for  an  investigational  plan. 

Paragraph  (a)(2)  of  S  813.25  has  been 
revised  to  delete  the  requirement  that 
FDA  be  notified  of  all  changes  in  the 
plan,  in  response  to  comments  that  only 
foreseeable  changes  should  be  reported. 
Only  anticipated  or  foreseeable  changes 
must  be  cited  in  the  investigational  plan. 

A  new  paragraph  (a)  (13)  was  added 
to  8  813.25  requiring  the  investigational 
plan  to  include  a  description  of  the  sci¬ 
entific  training  and  experience  the  sp)on- 
sor  considers  appropriate  to  qualify  in¬ 
dividuals  as  suitable  agents  to  investi¬ 
gate  the  safety  and  effectiveness  of  the 
device.  This  provision  was  added  to  en¬ 
able  the  institutional  review  committee 
to  determine  whether  a  particular  inves¬ 
tigator  meets  criteria  for  investigators 
established  by  the  sponsor  under  S  813.- 
43(a). 

Report  of  Prior  Investigations 

‘Section  813.27  sets  forth  the  require¬ 
ments  for  reports  of  prior  investigations 
and  experience  with  the  lens  that  must 
be  submitted. 

Section  813.27(b)  (1)  was  revised  in  re¬ 
sponse  to  comments  that  the  report  of 
prior  investigations  should  not  include 
complete  information  about  preclinical 
investigations  since  the  requirement  may 
be  difficult  or  impossible  to  meet  if  the 
device  has  a  long  market  history.  The 
Commissioner  has  revised  §  813.27(b)  (1) 
so  that  the  sponsor  need  only  provide  a 
bibliography  of  publications  relevant  to 
the  study,  which  could  be  fewer  in  num¬ 
ber  than  those  relevant  to  the  particular 
device,  and  provide  copies  of  significant 
publications — ^both  adverse  and  support¬ 
ing.  By  eliminating  the  provision  that  the 
bibliography  submitted  be  complete  and 
providing  instead  that  listed  publications 
be  relevant  to  the  clinical  study,  the 
Commissioner  intends  to  avoid  imposing 
a  burden  of  exhaustive  and  unnecessary 
research.  The  requirement  will  be  satis¬ 
fied  if  the  bibliography  is  relevant  to  the 
investigational  study  proposed  with  the 
lens,  thereby  excluding  studies  not  bear¬ 
ing  on  the  specific  test  to  which  the  lens 
is  to  be  subjected.  Insofar  as  possible,  all 
relevant  material  submitted  should  be 
complete. 

Section  813.27(b)  (2)  now  requires  that 
unpublished  information  regarding  the 
device,  both  adverse  and  supporting, 
shall  be  provided  (if  available  to  the 
sponsor)  in  sufficient  detail  so  that  a  sci¬ 
entist  or  physician  not  necessarily  an 
expert  with  respect  to  a  specific  lens 
could  make  a  knowledgeable  judgment 
regarding  its  anticipated  safety  and  ef¬ 
fectiveness  in  the  proposed  study. 

Section  813.27(b)  (2) ,  as  revised,  limits 
the  requirement  to  provide  details  on 
prior  tests  to  that  detail  necessary  to  per¬ 
mit  scientific  evaluation.  The  Commis¬ 
sioner  agrees  with  comments  that  it  is 
unnecessary  to  know,  in  every  instance. 


the  place  where  the  tests  were  conducted. 
Where  scientific  evaluation  would  neces¬ 
sitate  identifying  the  qualifications  of 
the  person  performing  the  test  or  in¬ 
cluding  other  precise  information,  such 
information  must  be  submitted. 

FDA  Review  of  and  Action  on  an 
Application 

Section  813.30  describes  the  procedures 
for  FDA’s  review  of  applications  for  ex¬ 
emptions  and  prescribes  criteria  for  act¬ 
ing  on  such  applications. 

Section  813.30(b)  was  modified  by  re¬ 
vising  the  last  sentence  to  permit  the 
Commissioner  when  rejecting  a  resub¬ 
mitted  application  to  suggest  that  it  be 
further  revised  and  resubmitted,  while 
authorizing  the  sponsor  to  treat  the  sug¬ 
gestion  as  a  final  disapproval  for  pur¬ 
poses  of  requesting  a  regulatory  hearing. 
This  change  responds  to  comments  and 
conforms  to  changes  in  S  813.20(b). 

There  is  no  requirement  in  the  act  for 
review  of  exemption  applications  by  clas¬ 
sification  panels  that  recommend  to  FDA 
the  proper  classification  of  devices.  The 
Commissioner  intends,  however,  to  seek 
the  advance  of  the  Ophthalmic  Device 
Classification  Panel  on  a  case-by-case 
basis,  where  appropriate. 

In  response  to  comments,  §  813.30(0, 
setting  forth  criteria  for  disapproving 
applications,  was  changed  to  give  the 
Commissioner  discretion  to  decide 
whether  to  disapprove  an  application 
where  grounds  for  disapproval  exist. 
Thus,  the  words  “shall  disapprove’’  were 
replaced  by  the  words  “may  by  order 
disapprove.”  Similarly,  new  §  813.30(e) 
was  added  authorizing  the  Commissioner 
to  disregard  minor  violations  that  do  not 
result  in  a  conclusion  that  the  risks  out¬ 
weigh  the  benefits  to  the  subjects.  Fail¬ 
ure  of  an  application  to  conform  with 
this  part  would  often  be  cured  by  a  re¬ 
quest  for  additional  data  rather  than 
disapproval  of  an  application. 

Withdrawal  of  an  Investigational 
Device  Exemption 

Section  813.35  prescribes  the  criteria 
and  procedures  for  withdrawal  of  an 
exemption.  ' 

The  Commissioner  has  added  new 
8  813.35(a)  (11)  expressly  enabling  an 
exemption  to  be  withdrawn  if  the  Com¬ 
missioner  finds  Inadequate  the  process 
of  review  or  monitoring  by  an  institu¬ 
tional  review  committee  that  is  monitor¬ 
ing  the  study  subject  to  the  exemption. 
This  provision  is  added  as  an  alternative 
to  the  proposal  for  disqualifying  a  com¬ 
mittee  found  to  have  an  inadequate  re¬ 
view  or  monitoring  process.  As  discussed 
in  greater  detail  below  in  the  preamble 
concerning  Subpart  D,  the  proposal  for 
disqualifying  such  committees  has  been 
deleted. 

The  Commissioner  received  a  com¬ 
ment  on  proposed  8  812.35  from  the 
Intraocular  Lens  Manufacturers’  Asso¬ 
ciation  agreeing  that  the  Commissioner 
shall  have  power  to  withdraw  an  exemp¬ 
tion  when  reports  subsequent  to  the  ap¬ 
plication  contain  an  untrue  statement 
of  a  material  fact  or  omit  material  in- 
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formation  required  by  §  812.39  or  §  812.- 
55,  but  not  when  the  application  con¬ 
tains  untrue  statements  or  omits  ma¬ 
terial  facts.  The  comment  argued  that 
it  is  the  agency’s  responsibility  to  evalr 
uate  for  acceptability  the  report  of  prior 
investigations  and  the  investigational 
plan,  submitted  by  a  sponsor,  during  the 
30-day  period  following  receipt  of  an  ap¬ 
plication  and  that  the  sponsor  should 
not  be  placed  in  a  position  of  potential 
jeopardy  of  withdrawal  of  approval 
based  on  a  reevaluation  of  his  report  of 
prior  investigations  and/or  investiga¬ 
tional  plan  after  his  clinical  study  is  in 
process.  The  Association  also  urged  de¬ 
letion  of  paragraph  (a)  (2)  in  S  812.35 
for  the  same  reason  and  urged  FDA  also 
to  assure,  through  the  regulations,  that 
approval  of  a  sponsor’s  report  of  prior 
investigations  for  his  application  for  an 
investigational  device  exemption  also 
provides  approval  of  the  report  of  prior 
investigations  required  for  his  premar¬ 
ket  approval  application.  Regarding 
§  812.35  (b)  and  (c) ,  the  Association 
imged  that  withdrawal  of  approval  of  an 
exemption  should  occur  only  after  the 
sponsor  has  been  allowed  a  regulatory 
hearing,  held  within  5  days  in  severe 
cases.  'The  Association  argued  that  such 
an  order  could  otherwise  result  in  signi¬ 
ficant  damage  to  a  sponsor’s  reputation, 
perhaps  totally  without  cause  and  with¬ 
out  the  sponsor  being  afforded  due  proc¬ 
ess  of  law. 

The  Commissioner  does  not  agree  with 
these  comments.  Hie  public  health  could 
be  jeopardized  if  the  sponsor  had  sub¬ 
mitted  false  or  misleading  data  in  his 
original  application  and  if  FDA,  berause 
it  has  failed  to  perceive  the  misstatement 
in  its  review  of  the  application,  was  for¬ 
ever  powerless  to  correct  the  mistake.  All 
data  submitted  to  FDA  are  subject  to 
continual  evaluation  in  order  to  protect 
the  public  health.  ’Ihe  Commissioner 
would  be  remiss  in  his  duty  were  he  to 
allow  himself  to  be  boimd  by  a  prior 
mistake.  A  sponsor  can  protect  himself 
by  assuring  that  all  data  submitted  to 
FDA  are  accurate. 

For  similar  reasons,  the  Commissioner 
is  unprepared  to  guarantee  to  sponsors 
that  the  report  of  prior  investigations  of 
a  device  submitted  imder  Part  813  will 
satisfy  requirements  for  such  a  report  in 
a  premarket  approval  application.  The 
Commissioner  advises  that  he  is  not  now 
in  a  position  to  know  whether  the  re¬ 
ports  that  sponsors  submit  imder  Part 
813  will  be  of  adequate  quality  and  com¬ 
prehensiveness  to  satisfy  requirements 
for  such  reports  in  premarket  approval 
applications. 

In  response  to*  comments,  language 
was  added  in  S  813.35(b)  to  clarify  that 
the  Commissioner  may,  in  his  discretion, 
not  withdraw  an  Investigational  exemp¬ 
tion  where  the  violation  does  not  result 
in  the  Commissioner’s  concluding  that 
the  risks  to  the  subject  outweigh  the 
benefits. 

The  Commissioner  is  retaining  in 
§  813.35(c)  the  proposed  requirements 
that  an  order  withdrawing  an  exemption 
include  a  complete  statement  of  the  rea¬ 


sons  for  the  Commissioner’s  action  and  be 
issued  in  most  cases  only  after  the  spon¬ 
sor  has  been  afforded  an  opportunity  for 
a  regulatory  hearing.  ’The  Commissioner 
also  is  retaming  the  proposed  provision 
for  an  order  of  withdrawal  to  be  issued 
before  providmg  an  opportunity  for  a 
hearmg  if  the  Commissioner  determmes 
that  conUnuation  of  tesUng  imder  the 
exemption  will  result  m  an  unreason¬ 
able  risk  to  the  public  health.  This 
emergency  withdrawal  authority  is  based 
directly  on  the  statute.  The  Commis¬ 
sioner  believes  these  procedures  provide 
adequate  safeguards  to  sponsors  and 
comply  with  requirements  for  due  proc¬ 
ess  of  law.  Although  FDA  will  attempt  to 
hold  regulatory  hearings  on  withdrawals 
of  exemptions  promptly,  the  Commis¬ 
sioner  believes  it  unwise  to  require  that 
such  hearmgs  be  held  within  5  days  of 
the  withdrawal  order. 

The  Commissioner  also  has  rejected 
comments  suggestmg  a  prehearing  con¬ 
ference  procedure  before  withdrawal  of 
an  exemption.  Such  a  procedure  has 
proved  cumbersome  under  the  investiga¬ 
tional  new  drug  procedures  and  unduly 
restricts  the  power  of  the  Commissioner 
to  take  swift  action  to  protect  the  public 
health.  Obviously,  informal  meetings 
with  FDA  staff  can  occur  without  a 
specific  provision  m  the  regulation. 

CONFDE.VTIALITY  OP  DATA  AND  INFORMA¬ 
TION  IN  AN  Application 

Section  813.38  (§  812.38  of  the  pro¬ 
posal)  was  not  changed.  This  section  pre¬ 
scribes  the  rules  governing  confidential¬ 
ity  of  information  contained  in  an  appli¬ 
cation  for  an  investigational  device  ex¬ 
emption  and  is  comparable  to  §  312.5  (21 
CFR  312.5)  of  the  investigational  new 
drug  (IND)  regulations.  The  preambles 
to  the  final  regulations  promulgating 
§  312.5,  published  in  the  Federal  Regis¬ 
ters  of  December  24,  1974  (39  FR  44602) 
and  January  14,  1977  (42  FR  3094),  con¬ 
tain  useful  guidance  concerning  the 
interpretation  of  this  section. 

The  Commissioner  received  a  comment 
from  the  Intraocular  Lens  Manufactur¬ 
ers’  Association  on  proposed  §  812.38, 
urging  that  FDA  only  disclose  adverse 
reactions  to  investigators  directly  in¬ 
volved,  arguing  that  such  investigators 
have  the  training  and  experience  to 
make  proper  evaluations  of  such  reports, 
while  patients,  with  rare  exception, 
would  not  be  able  to  interpret  such  re¬ 
ports  correctly  and  could  be  unneces¬ 
sarily  concerned  about  information  that 
is  not  imderstood.  The  Association  also 
expressed  concern  that,  with  the  in¬ 
creasing  focus  on  professional  liability, 
confidentiality  must  be  assured  to  pre¬ 
vent  misuse  of  documentation  in  a  man¬ 
ner  unfairly  adverse  to  the  investigation, 
the  investigator,  the  device,  and  the 
sponsor. 

The  Commissioner  disagrees  with  the 
comment.  It  is  not  the  duty  of  FDA  to 
protect  sponsors  or  investigators  from 
lawsuits  by  subjects.  It  is  reasonable  to 
provide  subjects  access  to  data  of  ad¬ 
verse  reactions.  Such  disclosure  enhances 
the  autonomy  of  the  subject  and  pro¬ 


vides  him  with  information  that  permits 
him  to  take  whatever  action  he  believes 
is  necessary  In  his  own  best  interest. 
Moreover,  disclosure  of  adverse  reaction 
reports  to  subjects  is  required  by  the 
Freedom  of  Information  Act  and  con¬ 
sistent  with  the  objectives  of  the  Privacy 
Act. 

As  to  whether  adverse  reaction  reports 
required  under  this  regulation  will  be 
subject  to  release  to  the  public  under  the 
Freedom  of  Information  Act,  the  Com¬ 
missioner  observes  that  if  the  existence 
of  the  investigational  device  exemption 
is  publicly  known,  reports  of  adverse  re¬ 
actions  occurring  during  the  study  are 
available  to  the  public  after  deletion  of 
the  names  of  subjects. 

Supplemental  Applications 

Section  813.39  describes  the  situations 
in  which  a  supplemental  application  is 
required  to  update  an  application  sub¬ 
mitted  under  §  813.20. 

Sponsor  Responsibilities 

The  Commissioner  has  included  in 
Subpart  C  only  those  provisions  in  the 
proposal  that  apply  directly  to  sponsors 
of  investigational  studies  of  intraocular 
lenses.  The  tentative  final  investigational 
device  exemption  regulations  and  future 
agency-wide  regulations  relating  to  re¬ 
sponsibilities  of  sponsors  for  clinical 
'monitoring  may  propose  requirements  in 
addition  to  those  in  this  regulation.  Thus, 
unless  otherwise  stated,  omissions  of  re¬ 
quirements  which  appeared  in  the  pro¬ 
poser  do  not  reflect  a  determination  by 
the  Commissioner  that  these  require¬ 
ments  should  not  be  imposed  on  sponsors. 

For  ease  of  reference,  the  Commis¬ 
sioner  has  consolidated  most  inspection, 
reporting,  and  records  requirements  ap¬ 
plicable  to  sponsors,  institutional  review 
committees,  and  investigators  in  Subpart 
G  of  this  part. 

Review  of  the  Study  by  FDA  and  the 
Institutional  Review  Committee 

Section  813.42(a)  requires  the  sponsor 
to  submit  an  application  as  defined  in 
Subpart  B  of  Part  813  for  FDA  review 
and  approval. 

Section  813. 42(b)  prohibits  the  sponsor 
from  permitting  human  subjects  to  par¬ 
ticipate  in  the  study  until  the  institu¬ 
tional  review  committee  has  approved 
the  protocol  and  FDA  has  approved  the 
application  for  exemption.  The  Commis¬ 
sioner  advises  that  the  sponsor  may  con¬ 
duct  patient  surveys  to  determine  if  a 
patient  population  will  be  available  to 
justify  the  study,  but  the  sponsor  may 
not  solicit  or  attempt  to  obtain  the  in¬ 
formed  consent  of  subjects  imtil  after 
FDA  and  the  institutional  review  com¬ 
mittee  have  approved  the  proposed  study. 
Section  813.42(c)  requires  the  sponsor 
to  cooperate  with  both  FDA  and  the  in¬ 
stitutional  review  committee  by  provid¬ 
ing  information  necessary  for  their  re¬ 
view  and  monitoring  of  the  study. 

Section  813.42(d)  provides  that  the 
sponsor  must  obtain  a  statement  from 
the  chairman  of  the  committee  stating 
that  the  committee  has  reviewed  the  in- 
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vestigational  plan  and  will  monitor  the 
study  in  accordance  with  Subpart  D.  This 
represents  a  change  from  the  proposal, 
which  required  the  sponsor  to  obtain  the 
signature  of  all  members  of  the  commit¬ 
tee,  and  which  prompted  comments  that 
the  requirement  was  burdensome  and  in¬ 
appropriate.  This  change  is  discussed 
more  fully  in  the  preamble  concerning 
§  813.20(b). 

Selection  of  Investigators 

Section  813.43(a)  requires  sponsors  to 
select  as  investigators  only  individuals 
who,  because  of  their  training  or  ex¬ 
perience,  qualify  as  suitable  experts  to 
investigate  the  safety  and  effectiveness 
of  the  lens.  Section  813.43(b)  requires 
the  sponsor  to  obtain  an  agreement  from 
the  investigator  that  include  pertinent 
data  about  the  investigator’s  qualifica¬ 
tions  and  a  promise  to  comply  with  this 
regulation  when  investigating  the  device. 

The  Intraocular  Lens  Manufacturers’ 
Association  suggested  that  specific  ex¬ 
perience  relating  to  the  device  to  be  in¬ 
vestigated  would  be  appropriate.  The 
Commissioner  agrees  and  has  incorpo¬ 
rated  the  suggested  change. 

Control  Over  The  Lens 

Section  813.45  requires  the  sponsor  to 
permit  the  lens  to  be  shipped  only  to  in¬ 
vestigators  who  have  signed  statements 
under  S  813.43(b)  and  to  require  the  in¬ 
vestigator  to  dispose  of  the  lens  in  ac¬ 
cordance  with  his  instructions  if  the 
study  is  suspended  or  otherwise  discon¬ 
tinued. 

Section  813.45(c)  has  been  revised  to 
require  only  those  sponsors  who  are 
manufacturers,  distributors,  or  import¬ 
ers  of  a  lens  to  assure  that  the  methods, 
facilities,  and  controls  used  for  the  man¬ 
ufacturing,  processing,  and  storage  of 
the  lens  adequately  assure  its  safety  and 
effectiveness  in  the  investigational  study. 
All  sponsors  must  assure  the  adequacy 
of  methods,  facilities,  and  controls  for 
investigating  and  implanting  the  lens. 

Requirements  relating  to  records  found 
in  §  812.43(c)  of  the  proposal  have  been 
combined  with  other  recordkeeping  re¬ 
quirements  in  a  new  Subpart  G  of  Part 
813. 

Monitoring  the  Investigational  Study 

Section  813.46  requires  the  sponsor  or 
his  monitor  to  monitor  the  study  at  ap¬ 
propriate  intervals  to  assure  that  the 
requirements  of  Part  813  are  met  and 
to  evaluate  data  received  from  investi¬ 
gators  relating  to  the  study.  Section  813.- 
46(a)  requires  the  sponsor  to  designate 
an  individual  who  is  appropriately 
trained  to  monitor  the  study  and  to  as¬ 
sure  that  the  individual  in  fact  monitors 
the  study.  The  intent  of  this  section  is 
to  identify  within  the  sponsor’s  organi¬ 
zation  a  monitoring  agent. 

Section  813.46(c)  requires  the  spon¬ 
sor  to  take  affirmative  action  in  the  event 
he  discovers  that  the  investigator  was 
not  complying  with  his  agreement  to 
conduct  the  study  in  accordance  with 
this  regulation.  The  sponsor  must  secure 
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the  investigator’s  compliance  or  discon¬ 
tinue  shipments  of  the  device  and  sus¬ 
pend  or  terminate  any  study  then  being 
performed  by  the  investigator  for  the 
sponsor.  This  requirement  differs  some¬ 
what  from  the  proposal  and  is  adopted 
on  the  Commissioner’s  initiative  rather 
than  in  response  to  comments.  No  spe¬ 
cific  action  was  required  of  the  sponsor 
by  the  proposal.  The  Commissioner 
wishes  to  stress  that  while  a  sponsor  can, 
in  good  faith,  rely  on  an  investigator’s 
agreement  to  comply  with  regulations 
once  he  discovers  in  any  manner  (either 
by  monitoring  or  otherwise)  that  the  in¬ 
vestigator  is  no  longer  in  compliance,  the 
sponsor  must  act  to  secure  compliance  or 
suspend  the  study. 

Section  813.46(d)  requires  the  sponsor 
to  complete  the  investigation  as  soon  as 
possible.  Once  data  have  been  developed 
that  would  support  a  submission  for  pre¬ 
market  approval  under  section  515  of 
the  act,  the  sponsor  must  conclude  the 
study  or  submit  the  application  for  pre¬ 
market  approval.  The  Commissioner 
agrees  with  comments  received  on  pro¬ 
posed  §  812.46(g),  now  §  813.46(d),  that 
it  is  appropriate  for  the  sponsor  to  ter¬ 
minate  the  study  if  he  does  not  wish  to 
submit  the  data  for  premarket  approval. 
The  decision  to  submit  a  premarket  ap¬ 
proval  application  is  properly  made  by 
a  sponsor. 

Section  813.46(e)  (§  812.46(f)  of  the 
proposal)  requires  the  sponsor  to  dis¬ 
continue  a  study  within  5  days  of  learn¬ 
ing  of  any  serious  adverse  effect.  The 
agency  may  request  the  sponsor  to  dis¬ 
continue  the  study  when  FDA  leamS  of 
an  adverse  effect  that  it  regards  as  se¬ 
rious.  A  special  investigation  is  required 
by  Subpart  G  whenever  an  adverse  re¬ 
action  is  descovered. 

The  Intraocular  Lens  Manufacturers’ 
Association  commented  that  an  effect 
should  not  be  required  to  be  reported 
and  a  study  should  not  be  required  to 
be  discontinued  unless  the  adverse  effect 
is  device-related. 

The  Commissioner  agrees  in  principle, 
provided  that  it  is  understood  that  any 
reaction  related  to  the  entire  lens  sys¬ 
tem,  including  the  packaging,  is  device- 
related.  Appropriate  changes  are  made 
in  Subpart  G. 

The  Intraocular  Lens  Manufacturers’ 
Association  also  commented  that  the 
time  period  within  which  reports  must 
be  made  should  be  5  working  days  in¬ 
stead  of  5  calendar  days.  Other  com¬ 
ments  suggested  lengthening  the  report¬ 
ing  period. 

The  Commissioner  declines  to  change 
the  5-calendar-day  requirement.  The 
5-day  requirement  is  sufficient  to  act  on 
the  investigator’s  report  or  on  the  spon¬ 
sor’s  own  completed  investigation  when 
a  serious  adverse  effect  occurs.  To  change 
the  calendar  day  requirement  to  a  work¬ 
ing  day  requirement  would  also  intro¬ 
duce  imprecision  in  the  reporting  period 
that  is  undesirable  for  this  impKirtant  re¬ 
porting  requirement.  The  Commissioner 
believes  there  is  no  justification 'for  the 
requested  change. 


Submitting  Information  to 
Investigators 

Section ‘813.47  requires  the  sponsor  to 
supply  investigators  with  certain  infor¬ 
mation  concerning  the  lens. 

Section  813.47(a)  requires  the  sponsor 
to  supply  investigators  with  copies  of  the 
investigational  plan  and  the  report  of 
prior  investigations  and  all  labeling  ac¬ 
companying  the  lens.  The  labeling  must 
describe  all  relevant  hazards,  contra¬ 
indications,  and  precautions  for  use. 

Section  813.47(b)  (§  812.47(c)  of  the 
proposal)  requires  the  sponsor  to  notifj) 
the  investigator  within  5  days  of  the 
completion  or  discontinuance  of  the 
study  or  the  withdrawal  of  the  investiga¬ 
tion. 

Proposed  §  812.47(b)  required  the 
sponsor  to  notify  investigators  of  any 
adverse  effect.  This  requirement  has  been 
consolidated  with  other  reporting  re-, 
quirements  in  Subpart  G. 

Section  813.47(c)  (§812.47(0  of  the 
proposal)  requires  the  sponsor  to  notify 
the  investigator  if  an  application  for  pre¬ 
market  approval  of  the  device  has  been 
approved. 

Promotion  and  Sale  of 
Intraocular  Lenses 

Section  813.50(a)  prohibits  the  spon¬ 
sor  or  his  representative  from  promoting 
the  lens  as  safe  and  effective  while  it  re¬ 
mains  under  investigation. 

Section  813.50(b)  permits  the  sponsor 
to  sell  the  device  so  long  as  the  sponsor 
has  an  approved  exemption  application 
for  all  lenses  to  be  distributed  and  all  pa¬ 
tients  that  receive  a  lens  are  included  in 
an  investigational  study. 

Proposed  §  812.50(c)  was  deleted  in 
response  to  comments  that  FDA  has  no 
right  to  determine  whether  the  compen¬ 
sation  demanded  for  the  device  was  rea¬ 
sonable.  The  Commissioner  believes  that 
other  means  exist  to  prevent  commercial 
ization  of  the  device  while  still  in  the 
investigational  stage. 

The  Intraocular  Lens  Manufacturers’ 
Association  commented  on  proposed 
§  812.50,  that  manufacturers  should  be 
permitted  to  continue  to  market  lenses 
and  distribute  promotional  material  since 
the  device  has  a  long  market  history  and 
the  indications  for  use  are  generally  ac¬ 
cepted  in  the  ophthalmic  professional 
community.  The  comment  further  stated 
that  FDA  should  only  prohibit  absolute 
claims  for  safety  and  effectiveness  and 
attempts  to  use  the  investigation  to  ob¬ 
tain  a  marketing  advantage.  It  was  sug¬ 
gested  that  FDA  bear  the  burden  of  proof 
to  show  due  cause  for  eliminating  exist¬ 
ing  safety  claims. 

The  Commissioner  disagrees.  The 
Commissioner  believes  that  intraocular 
lenses  became  widely  used  before  they 
were  adequately  tested  and  that  claims 
and  promotion  of  these  lenses  must  be 
restricted.  The  Commissioner  believes 
that  §  813.50  is  consistent  with  congres¬ 
sional  intent  in  the  amendments  author¬ 
izing  FDA  to  restrict  intraocular  lenses 
to  investigational  use.  Section  520(1)  (3) 
(D)  (iii)  of  the  act,  which  applies  only  to 
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intraocular  lenses,  permits  FDA  to  im-  ' 
pose  the  same  controls  on  intraocular 
lenses  as  are  imposed  on  other  investiga¬ 
tional  devices.  Although  Congress  pro¬ 
vided  that  these  lenses  should  be  made 
reasonably  available  to  qualified  persons, 
l.e.,  physicians  meeting  appropriate  qual¬ 
ifications  prescribed  by  FTDA,  is  clearly 
contemplated  that  the  Commissioner 
might  confine  these  devices  to  investiga¬ 
tional  use,  thus  barring  commercial  dis¬ 
tribution  and  unproven  claims. 

Reporting  to  FDA 

Proposed  §  812.55  has  been  moved  to 
Subpart  G. 

Institutional  Review  Committees 

Subpart  D  establishes  requirements 
prescribing  when  institutional  review 
and  monitoring  are  required. 

Requirement  of  an  Institutional 

Review  Committee 

Section  813.60  describes  the  situation 
in  which  an  institutional  review  com¬ 
mittee  is  required.  The  requirement  is 
broader  than  that  in  proposed  §  812.60 
in  that  institutional  review  is  required 
whenever  a  committee  can  be  estab¬ 
lished,  as  well  as  where  one  already  is 
available.  If  an  institutional  review  com¬ 
mittee  does  not  exist  and  cannot  be  es¬ 
tablished,  the  sponsor  may  submit  the 
application  containing  the  full  plan  to 
FDA  pursuant  to  §  813.20(b).  Although 
FDA  will  review  an  application  for  a 
study  that  will  not  be  subject  to  institu¬ 
tional  review,  the  Commissioner  cau¬ 
tions  that  the  absence  of  review  and 
monitoring  by  an  institutional  review 
committee  may  be  grounds  for  disap¬ 
proving  an  exemption  for  an  otherwise 
meritorious  investigational  study  if  the 
circumstances  justify  a  conclusion  that 
lack  of  institutional  review  and  moni¬ 
toring  will  expose  subjects  to  undue 
risks. 

The  Intraocular  Lens  Manufacturers’ 
Association  commented  on  proposed 
§  812.60  that  institutional  review  com¬ 
mittees  should  not  be  required  to  be  used 
with  respect  to  intraocular  lens  im¬ 
plantations.  The  comment  estimated 
that  1,500  hospitals  throughout  the 
country  are  involved  in  intraocular  lens 
implantations,  and  the  number  of  hos¬ 
pitals  with  qualified  committees  is  not 
known.  Moreover,  committee  involve¬ 
ment  would  vary  because  of  differences 
in  length  of  hospital  stays  and  because 
outpatient  implantation  is  also  prac¬ 
ticed.  The  institutional  review  require¬ 
ment  in  the  proposal  would  not  have  ap¬ 
plied  to  a  subject  who  remains  in  a  hos¬ 
pital  for  less  than  24  hours.  Further,  the 
comment  advanced  the  proposition  that 
the  basic  investigational  device  regula¬ 
tory  scheme  involving  investigators, 
sponsors,  and  FDA  does  not  require  the 
additional  activity  of  an  institutional  re¬ 
view  committee  as  part  of  its  formal 
structure.  The  comment  also  noted  that 
FDA  review  and  institutional  review 
committee  review  were  duplicative  and 
objected  that  the  sponsor  might  be 


obliged  to  bear  the  cost  of  a  committee 
review. 

The  Commissioner  disagrees  with  the 
proposition  that  an  institutional  review 
committee  should  not  be  required  for 
intraocular  lens  implantation,  where  a 
committee  exists  or  can  be  formed.  The 
skill  of  the  investigator  is  frequently  the 
most  critical  safety  factor  in  these  im¬ 
plantations,  as  in  many  device  investiga¬ 
tions.  Certain  hazards  associated  with 
implantations  of  intraocular  lenses  (e.g., 
decentration)  vary  considerably  depend¬ 
ing  on  the  skill  of  the  investigator.  The 
best  judge  of  the  investigator’s  skills, 
competence,  and  reliability  is  a  commit¬ 
tee  of  his  peers  who  are  familiar  witli 
his  qualifications  and  his  work.  Except 
in  infrequent  instances,  neither  FDA 
nor  the  sponsor  is  likely  to  have  person¬ 
al  knowledge  of  the  investigator’s  skills 
that  would  adequately  substitute  for  the 
judgment  of  a  local  committee  at  an  in¬ 
stitution  where  the  investigator  prac¬ 
tices.  In  the  case  of  investigators  who 
have  practiced  primarily  in  a  single  in¬ 
stitution,  the  history  of  contacts  with 
peers  is  likely  to  be  far  more  extensive 
than  the  occasional  contact  between  the 
investigator  and  the  sponsor.  Although 
the  sponsor’s  experience  with  the  inves¬ 
tigator  obviously  is  relevant  and  spon¬ 
sors  are  expected  to  select  only  persons 
they  consider  qualified,  the  Commission¬ 
er  believes  that  institutional  review  is 
consistent  with  Congressional  intent  and 
is  an  added  guarantee  of  patient  pro¬ 
tection  that  cannot  be  eliminated. 

The  Commissioner  does  agree  that  it 
would  be  illogical  to  permit  institutional 
review  to  depend  on  the  length  of  hos¬ 
pitalization  since  an  intraocular  lens  im¬ 
plantation  seldom  requires  hospitaliza¬ 
tion  exceeding  2  days,  or  whether  the 
implantation  is  performed  on  an  out¬ 
patient  basis.  Accordingly,  the  Commis¬ 
sioner  has  eliminated  the  length  of  hos¬ 
pitalization  as  a  criterion  for  determin¬ 
ing  whether  a  patient  is  a  subject  for 
purposes  of  Part  813.  The  Commissioner 
intends  that  there  be  institutional  re¬ 
view  of  all  implantations  of  intraocular 
lenses  regardless  of  the  period  of  hos¬ 
pitalization  or  whether  hospitalization 
occurs  at  all,  where  a  committee  exists 
or  can  be  formed. 

The  Commissioner  notes  that  some 
duplication  between  IRC  and  FDA  re¬ 
view  may  occur,  but  this  review  is  desir¬ 
able  since  it  provides  an  additional  safe¬ 
guard  to  subjects. 

About  the  Association’s  comment  that 
the  sponsor  might  be  obliged  to  bear  the 
cost  of  the  committee  review  the  Com¬ 
missioner  points  out  that  the  regulations 
do  not  address  this  issue,  but  they  do 
not  prohibit  sponsors  from  bearing  all  or 
part  of  the  costs  of  a  committee.  Nor 
do  they  require  sponsors  to  bear  such 
costs.  When  the  Commissioner  publishes 
proposed  agency-wide  regulations  about 
institutional  review  committees,  he  will 
invite  comment  on  whether  a  need  ex¬ 
ists  for  committees  to  receive  financial 
assistance  from  sponsors  and,  if  a  need 
exists,  ways  to  permit  it  while  minimiz¬ 
ing  any  conflicts  of  interests. 


Membership  op  an  Institutional 
Review  Committee 

Section  813.62  establishes  general  re¬ 
quirements  for  the  composition  of  a  com¬ 
mittee.  It  differs  slightly  from  proposed 
§812.62  in  that  paragraph  (e)  now 
places  on  the  committee  the  responsi¬ 
bility  to  determine  if  a  member  has  a 
conflict  of  interest,  and  paragraph  (f) 
expressly  permits  the  committee  to  seek 
the  advice  of  nonvoting  consultants. 

Procedures  for  Review  and  Monitoring 

Section  813.65  imposes  general  proce¬ 
dures  to  be  followed  by  institutional  re¬ 
view  committees  in  monitoring  and  re¬ 
viewing  investigational  studies.  Section 
813.65  was  revised  in  response  to  com¬ 
ments  on  proposed  §  812.65,  to  permit  the 
written  procedures  that  a  committee 
must  follow  to  be  adopted  by  either  the 
institution  or  the  committee. 

Procedures  and  Criteria  for  Approving, 

Disapproving,  and  Suspending  or 

Terminating  a  Study 

Section  813.66  establishes  specific  cri¬ 
teria  to  be  followed  by  the  committee  in 
approving,  disapproving,  suspending  or 
terminating  a  study.  This  section  has 
been  revised  considerably  from  the  pro¬ 
posal  and  tailored  to  intraocular  lens  im¬ 
plantations. 

Section  813.66(a)  requires  the  commit¬ 
tee  to  review  the  investigator’s  qualifica¬ 
tions  to  determine  that  he  has  success¬ 
fully  completed  a  residence  in  ophthal¬ 
mology  or  its  documented  equivalent  and 
is  licensed  to  practice  medicine  where  the 
investigation  is  to  take  place.  This  pro¬ 
vision  is  unique  to  intraocular  lenses. 
The  Committee  shall  also  assure  that  the 
investigator  meets  any  additional  qual¬ 
ifications  imposed  by  the  sponsor. 

The  committee  is  also  required  to  re¬ 
view  the  protocol  to  determine  that  there 
is  a  benefit  to  the  proposed  subjects  such 
that  the  risks  presented  to  them  are 
justified. 

Section  813.66(c)  permits  the  commit¬ 
tee  to  approve  a  study  with  modifica¬ 
tions.  “Conditional  approval”,  the  term 
used  in  the  proposal,  is  replaced  with  the 
more  precise  term,  “approval  with  modi¬ 
fications.” 

Section  813.66(d)  sets  forth  manda¬ 
tory  grounds  for  disapproving  the  study. 
The  Commissioner  believes  that  since  the 
institutional  review  committee  is  assist¬ 
ing  the  Commissioner  in  discharging  a 
regulatory  function,  its  discretion  to  ap¬ 
prove  studies  where  these  grounds  exist 
must  be  limited. 

’The  Commissioner  recognizes  that 
special  situations  may  arise  where  fac¬ 
tors  that  would  be  of  great  concern  to 
a  committee  might  be  insufficient  for  ac¬ 
tion  by  FDA,  e.g.,  where  the  study  is  at 
odds  with  local  ethical  and  moral  stand¬ 
ards  or  where  the  committee’s  respon¬ 
sibility  extends  beyond  questions  of 
safety  and  scientific  validity  and  into 
such  areas  as  allocating  funds  within  an 
institution.  To  build  flexibility  into  the 
committee’s  decisionmaking  process  as  it 
functions*in  these  and  other  situations, 
a  committee  may  refuse  to  approve  a 
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study  for  reasons  other  than  those 
enumerated  in  §  813.66(d). 

Section  813.66(e)  permits  the  commit¬ 
tee  to  suspend  or  terminate  a  study  after 
it  has  be^n  for  any  reason  that  it  might 
disapprove  a  study  and  for  eight 
enumerated  reasons  such  as  investigator 
disregard  of  committee  recommenda¬ 
tions,  a  change  in  investigators,  or  the 
lack  of  adequate  institutional  support. 
The  committee  may  also  suspend  the 
study  for  any  other  reason  it  considers 
appropriate.  The  committee  must  notify 
the  FDA  and  the  sponsor  as  expeditiously 
as  possible  of  any  suspension  or  termina¬ 
tion  of  an  in -progress  study,  stating  its 
reasons  for  the  suspension,  the  diiration 
of  the  suspension,  the  conditions,  if  any. 
under  which  the  study  may  be  resumed, 
and  its  recommendations  for  the  proper 
care  of  subjects.  The  Commissioner  be¬ 
lieves  that  FDA  must  be  advised  when¬ 
ever  a  suspension  or  termination  occurs 
in  order  to  determine  if  similar  studies 
should  be  terminated.  The  sponsor  must 
be  informed  to  enable  him  to  take  ap¬ 
propriate  action  regarding  the  investi¬ 
gation  and  to  determine  if  other  studies 
under  his  sponsorship  must  be  changed, 
modified,  or  discontinued.  Hae  require¬ 
ment  that  the  committee  inform  the 
sponsor  and  FDA  of  its  recommendations 
for  the  further  care  of  subjects  was  not 
found  in  the  proposal,  but  is  included 
here  as  a  necessary  protection  of  subjects 
since  the  committee  is  in  a  good  position 
to  recommend  further  followup  care  for 
patients  involved  in  the  study. 

Inspection  of  Institutional  Review 
Committees 

Proposed  §  812.77  has  been  moved  to 
Subpart  G. 

Actions  Where  Review  by  an  Institu¬ 
tional  Review  Committee  Is  Inade¬ 
quate 

Section  813.79  lists  actions  that  will 
be  taken  by  FDA  where  review  by  an  in¬ 
stitutional  review  committee  is  inade¬ 
quate.  The  procedure  for  disqualifying 
institutional  review  committees  in  the 
proposal  provoked  numerous  comments. 
Although  it  would  be  desirable  for  im¬ 
plementation  of  these  regulations  that 
FDA  have  a  procedure  for  disqualifying 
committees,  this  procedure  is  omitted 
because  it  will  appear  in  future  agency- 
wide  regulations  governing  institutional 
review  committees.  Accordingly,  the 
comments  on  this  section  of  the  proposal 
will  be  discussed  in  the  preamble  of  the 
agency-wide  proposal  when  it  is  pub¬ 
lished. 

In  the  interim,  §  813.79  provides  that 
if  the  Commissioner  determines  that  a 
committee  has  failed  to  follow  the  proce¬ 
dures  in  Subparts  D  and  G,  he  may  find 
the  procedures  of  the  committee  to  be 
inadequate.  If  he  finds  the  committee 
procedures  to  be  inadequate,  he  may  re¬ 
quest  the  committee  to  change  its  process 
of  review  or  monitoring,  require  the 
sponsor  to  obtain  review  by  a  committee 
whose  process  of  review  or  monitoring 
is  adequate,  require  that  the  application 
be  reviewed  by  FDA,  or  disapprove  the 
application  or  withdraw  the  exemption. 


Investigator  Responsibilities 

Subpart  E  defines  responsibilities  or  in¬ 
vestigators  when  conducting  investiga¬ 
tional  studies  of  intraocular  lenses. 

Review  of  Investigational  Studies  by 
THE  FDA 

Section  813.101  prohibits  investigators 
from  allowing  human  subjects  to  partici¬ 
pate  in  an  investigational  study  until  an 
exemption  for  the  study  has  been  ob¬ 
tained  from  FDA  pursuant  to  Subpart  B 
of  this  part. 

Review  of  the  Study  by  an 

Institutional  Review  Committee 

Section  813.103  establishes  general  re¬ 
quirements  that  the  investigator  must 
fulfill  in  dealing  with  institutional  review 
committees. 

Section  813.103(a)  prohibits  the  inves¬ 
tigator  from  allowing  human  subjects  to 
participate  in  an  investigation  until  such 
time  as  the  study  has  been  reviewed  and 
approved  by  a  committee.  The  Commis- 
csioner  advises,  in  response  to  comments, 
that  this  provision  does  not  prohibit  the 
investigator  from  interviewing  prospec¬ 
tive  subjects  to  determine  their  willing¬ 
ness  to  participate  in  the  study.  It  does, 
however,  forbid  any  attempt  on  the  part 
of  the  investigator  to  obtain  the  subject’s 
informed  consent  to  the  study  before  in¬ 
stitutional  review  committee  approval. 
The  same  rule  applies  to  taking  the  sub¬ 
ject’s  consent  before  FDA  approval  un¬ 
der  §  813.101. 

Conformity  to  the  Investigational  Plan 

Section  813.105  provides  that  the  in¬ 
vestigator  must  notify  the  committee  of 
any  proposed  change  that  may  reason¬ 
ably  be  expected  to  present  an  increased 
risk  to  the  rights  or  safety  of  subjects  or 
to  affect  the  scientific  validity  of  the 
study.  In  the  event  such  a  change  may 
reasonably  be  anticipated  to  add  to  the 
risks  or  threaten  the  validity  of  the 
study,  the  investigator  must  obtain  the 
sponsor’s  assent  and  submit  the  change 
to  the  committee  for  approval.  A  supple¬ 
mental  application  must  also  be  submit¬ 
ted  to  FDA  in  accordance  with  proposed 
5  813.29(b),  and  FDA  approval  of  the 
change  is  required  before  the  change  can 
be  implemented.  In  a  situation  in  which 
a  change  may  increase  the  risks  to  the 
subjects  or  threatens  the  validity  of  the 
study,  the  investigator  must  obtain  the 
assent  of  the  sponsor,  the  committee,  and 
the  FDA.  genera^  in  that  order. 

In  situations  ir^’hich  the  change  can¬ 
not  reasonably  be  anticipated  to  increase 
risks  to  subjects  or  affect  the  scientific 
validity  of  the  study,  the  investigator 
may  implement  the  change,  but  must 
notify  the  sponsor  and  the  committee. 
The  change  must  be  reflected  in  both 
sponsor,  investigator,  and  IRC  records 
and  in  the  sponsor’s  periodic  reports  to 
FDA.  The  change  shall  be  reviewed  by 
the  IRC  in  the  regular  course  of  business. 

The  Intraocular  Lens  Manufacturers’ 
Association  commented  on  proposed 
§  812.103  that  the  section  as  proposed 
permitted  the  investigator  to  change  the 
plan  by  going  directly  to  an  IRC  or  to 
FDA  The  Intraocular  Lens  Manufac¬ 


turers’  Association  expressed  the  view 
that  the  sponsor  must  be  included  in  any 
proposed  study  changes  and  that  the 
sponsor  should  have  the  first  opportunity 
to  evaluate  and  approve  any  change. 

The  Commissioner  agrees  and  has  re¬ 
quired  the  investigator  to  obtain  the 
sponsor’s  approval  first,  before  seeking 
IRC  and  subsequent  FDA  approval.  The 
sponsor,  if  he  approves,  should  submit  a 
supplemental  application  to  FDA. 

When  an  apparent  immediate  hazard 
to  subjects  exists,  to  reduce  the  hazard 
the  investigator  may  act  without  prior 
approval,  but  shall  subsequently  notify 
the  committee  and  the  sponsor  of  the 
change  immediately.  The  sponsor  in 
turn  must  notify  FDA  not  later  than 
5  days  after  the  change  is  implemented. 

Control  Over  Intraocular  Lenses 

The  Intraocular  Lens  Manufacturers’ 
Association  objected  to  proposed  §  812.- 
107(b),  which  required  that  imused  sup¬ 
plies  of  the  lens  must  be  returned  to  the 
manfuacturer  on  completion  of  the 
study.  It  expressed  the  view  that  since 
sponsors  will  frequently  be  small  manu¬ 
facturers,  the  destruction  or  return  of 
thousands  of  lenses  would  be  financially 
catastrophic.  The  Association  argued 
that  there  is  no  logical  reason  why  such 
lenses  in  the  possession  of  investigators 
cannot  cohtinue  to  be  used  after  the  suc¬ 
cessful  completion  of  a  study. 

The  Commissioner  advises  that  spon¬ 
sors  may  continue  to  have  in  effect  an 
investigational  device  exemption,  if  not 
withdrawn  by  FDA  or  the  study  has  not 
otherwise  ended,  while  a  premarket  ap¬ 
proval  application  is  being  reviewed  by 
FDA.  However,  if  the  study  is  suspended, 
terminated,  completed,  or  discontinued, 
or  the  exemption  is  withdrawn,  the  re¬ 
quirements  in  §  813.107(b)  for  return  or 
other  disposition  of  lenses  shall  be  met. 
Section  803.107(b)  does  not  prevent  pri¬ 
vate  contractual  arrangements  among 
interested  parties  concerning  the  distri¬ 
bution  of  economic  loss  when  return  or 
other  disposition  of  lenses  must  occur. 

Retention  of  Records  and 
Inspection  of  Facilities 

Proposed  §5  812.111  and  812.112  have 
been  consolidated  with  similar  sponsor 
and  IRC  reporting  and  recordkeeping 
requirements  and  now  appear  in  Sub- 
part  G  of  Part  813. 

Disqualification  of  a  Clinical  Investi¬ 
gator 

Section  813.119  represents  a  revision 
of  proposed  S  812.119.  Most  of  the  re¬ 
visions  consist  of  rearrangements  rather 
than  substantive  changes. 

.  Section  813.119(a)  describes  the  pur¬ 
poses  disqualification  will  serve,  which 
are  to  preclude  the  investigator  from 
conducting  further  clinical  investiga¬ 
tions  until  it  becomes  likely  that  he 
will  abide  by  the  regulations  and  to  ex¬ 
clude  from  consideration  any  clinical  in¬ 
vestigation  conducted  by  such  an  inves¬ 
tigator  in  support  of  an  application  for 
exemption  or  a  premarket  approval  ap¬ 
plication.  A  refusal  to  accept  the  inves¬ 
tigation  for  purposes  of  supporting  an 


FEDERAL  REGISTER,  VOL  42,  NO.  218 — FRIDAY,  NOVEMBER  11,  1977 


RULES  AND  REGULATIONS 


58885 


application  for  premarket  approval  does 
not  relieve  the  sponsor  of  any  obliga¬ 
tion  he  may  be  under  to  submit  the  data 
to  FDA. 

Section  813.119(a)  (1)  specifically  dis¬ 
claims  any  implication  that  disqualifica¬ 
tion,  in  and  of  Itself,  is  a  finding  that 
the  investigator  is  not  qualified  to  prac¬ 
tice  his  profession  or  should  be  subject 
to  other  sanctions. 

Section  813.119(b)  permits  the  Com¬ 
missioner  to  disqualify  the  investigator 
for  any  violation  of  the  regulations 
where  the  violation  affected  adversely 
the  validity  of  the  data  and/or  the  rights- 
and  safety  of  human  subjects,  but  only 
if  lesser  regulatory  action  such  as  warn¬ 
ings  or  rejection  of  the  data  have  not 
been  or  are  unlikely  to  be  effective  in 
securing  investigator  compliance. 

Although  the  proposal  stated  that 
failure  to  comply  \dth  specific  provisions 
of  the  regulation  might  result  in  dis¬ 
qualification,  §  813.119  states  simply 
that  any  violation  of  the  regulations 
may  result  in  disqualification.  This  does 
not  represent  any  change  in  policy  since 
the  enumerated  conditions  for  disquali¬ 
fication  in  the  proposal  covered  all  the 
duties  imposed  on  the  investigator  by 
this  subpart  of  the  regulation. 

Comments  received  on  the  sections 
dealing  with  disqualification  of  investi¬ 
gators  (proposed  §  812.119)  objected  to 
the  way  in  which  the  grounds  for  dis¬ 
qualification  were  set  forth.  The  Com¬ 
missioner  concurs  that,  as  drafted,  the 
proposal  implied  that  disqualification 
could  result  from  insignificant  deficien¬ 
cies  in  investigator  conduct  and  may 
have  given  the  impression  that  FDA 
might  in  the  future  invoke  this  sanction 
far  more  frequently  than  indicated  in 
the  preamble  to  that  proposal. 

To  clarify  his  intent  regarding  dis¬ 
qualifications  and  to  ihinimize  the  pos¬ 
sible  abuse  of  this  sanction  in  the  fu¬ 
ture,  the  Commissioner  has  stated  in 
S  813.119(b)  more  restrictive  grounds 
for  disqualification  of  an  investigator. 
An  investigator  may  be  disqualified  only 
if  the  Commissioner  finds  all  three  of  the 
following:  (1)  That  the  investigator  vio¬ 
lated  one  or  more  of  the  obligations  set 
forth  in  Subpart  E  or  G  of  this  part  or 
in  any  other  FDA  regulations  governing 
the  conduct  of  clinical  investigators  (e.g., 
the  IND  regulations) ;  (2)  that  the  vio¬ 
lation  adversely  affected  (a)  the  valid¬ 
ity  of  the  data  produced  in  the  investi¬ 
gation,  and/or  (b)  the  rights  of  human 
subjects,  and/or  (c)  the  safety  of  human 
subjects;  and  (3)  that  other  lesser  regu¬ 
latory  actions,  such  as  warnings  or  re¬ 
jection  of  individual  studies,  have  not 
been  or  probably  will  not  be  adequate  to 
achieve  compliance  by  the  investigator. 
The  sanction  will  not  be  used  in  trivial 
situations  but  only  when  the  violation 
compromised  the  integrity  of  the  study 
or  the  rights  or  safety  of  the  subjects.  It 
further  requires  the  Commissioner  to 
consider  the  availability,  and  past  or 
probable  effectiveness,  of  lesser  sanc¬ 
tions  as  an  alternative  to  disqualifica¬ 
tion. 


Section  813.119(c)  establishes  a  proce¬ 
dure  to  be  followed  by  FDA  when  regu¬ 
lating  or  reviewing  clinical  investiga¬ 
tions  subject  to  FDA  jiurisdiction  that 
were  conducted  by  disqualified  investi¬ 
gators.  In  those  cases  where  the  Commis¬ 
sioner  believes  that  rejection  of  specific 
studies  and  other  remedies  are  inade¬ 
quate  to  achieve  compliance,  the  Com¬ 
missioner  may  elect  to  begin  the  pro¬ 
ceeding  by  providing  a  notice  of  the 
proposed  action  to  the  investigator;  there 
would  be  an  opportimity  for  a  regulatory 
hearing  before  the  Commissioner  or  a 
person  designated  by  him;  and  final  ac¬ 
tion  on  the  proposed  disqualification 
would  be  taken  only  by  the  Commis¬ 
sioner. 

The  written  notice  provided  to  the  in¬ 
vestigator  upon  beginning  a  disqualifica¬ 
tion  proceeding  shall  contain  the  follow¬ 
ing  items  of  information,  in  accordance 
with  21  CFR  16.22(a) ;  (1)  The  notice 
shall  specify  the  facts  that  are  believed 
to  justify  disqualification ;  (2)  the  notice 
shall  state  that  the  investigator  has  an 
opportunity  for  a  regulatory  hearing  on 
the  proposed  disqualification  before  the 
Commissioner,  or  a  person  designated 
by  him,  and  that  such  hearing  will  be 
conducted  in  accordance  with  the  pro¬ 
visions  of  21  CFR  Part  16,  the  procedural 
regulations  for  regulatory  hearings  be¬ 
fore  the  FDA;  (3)  the  notice  shall  state 
that  time  wiUiin  which  a  hearing  may 
be  requested,  which  shall  not  be  less  than 
3  working  days  from  the  receipt  of  the 
notice;  and  (4)  the  notice  shall  contain 
the  name,  address,  and  telephone  num¬ 
ber  of  the  FDA  official  who  has  been 
designated. by  the  Commissioner  as  pre¬ 
siding  officer  for  the  regulatory  hearing 
and  to  whom  any  request  may  be  filed. 

Authority  to  initiate  and  decide  on  dis¬ 
qualification  action  is  limited  to  the 
Commissioner. 

Several  comments  were  received  on 
proposed  §  812.119  suggesting  that  only 
the  Commissioner  should  initiate  and  act 
on  disqualifications.  The  Commissioner 
has  decided  that  authority  to  initiate  and 
act  on  disqualification  of  investigators 
under  §  813.119  should  be  handled  by  in¬ 
ternal  delegations  of  authority  rather 
than  by  identification  in  the  regulation 
of  particular  oflBcials  below  the  level  of 
the  Commissioner.  Thus,  §  813.119  now 
refers  only  to  the  Commissioner  as  hav¬ 
ing  authority  to  initiate  and  act  on  dis¬ 
qualifications,  although  the  authority 
both  to  initiate  and  to  act  on  disqualifi¬ 
cation  of  investigators  may  be  delegated, 
as  appropriate,  to  other  designated  FDA 
ofiBcials.  Future  FDA  regulations  will  es¬ 
tablish  a  uniform  procedure  for  investi¬ 
gator  disqualification  to  be  followed  by 
the  several  FDA  bureaus  regulating  or 
reviewing  clinical  investigations  on  arti¬ 
cles  subject  to  FDA  jurisdiction.  Each 
bureau  will  be  initially  responsible  for 
administering  the  clinical  investigator 
regulations  for  the  products  and  sub¬ 
stances  under  its  purview,  as  part  of 
processing  applications  for  research  and 
marketing  permits  submitted  to  that  bu¬ 
reau.  In  those  cases  where  the  bureau 


believes  that  rejection  of  specific  studies 
and  other  remedies  are  inadequate  to 
achieve  compliance,  the  Commissioner 
or  his  designate,  on  recommendation 
from  the  bureau  director,  may  elect  to. 
commence  a  disqualification  proceeding 
by  providing  a  notice  of  the  proposed 
action  to  the  investigator;  there  would  be 
an  opportunity  for  a  regulatory  hearing 
before  the  Commissioner  or  a  person 
designated  by  him;  and  final  action  on 
the  proposed  disqualification  would  be 
taken  only  by  the  Commissioner  or  a 
person  to  whom  this  authority  has  been 
officially  delegated. 

Several  comments  suggested  that  an 
informal  conference  precede  initiation  of 
disqualification  of  a  clinical  investigator, 
as  provided  in  the  investigational  new 
drug  regulations.  These  conferences  fre¬ 
quently  had  many  formal  trappings,  such 
as  stenographic  transcripts,  and  were 
often  follow^  by  the  contemplated  hear¬ 
ing,  The  requirement  of  such  a  confer¬ 
ence,  in  addition  to  a  hearing,  doubled 
the  time  and  expense  of  all  parties  in¬ 
volved  and  produced  no  discernible  bene¬ 
fit.  The  Commissioner  has  therefore  de¬ 
cided  to  provide  only  for  a  regulatory 
hearing  on  disqualification,  and  not  for 
such  an  informal  conference,  in  these 
regulations.  The  procedures  in  5  813.119 
should  provide  adequate  flexibility  and 
fairness  to  all  parties. 

Comments  on  the  disqualification  pro¬ 
cedures  set  forth  in  proposed  §  812.119(c) 
objected  that  the  regulatory  hearing  pro¬ 
cedure  denied  an  adversary  hearing,  a 
right  to  counsel,  transcripts,  cross-ex¬ 
amination,  and  appeal.  The  Commis¬ 
sioner  advises  that  regulatory  hearings 
under  Part  16  (21  CFR  Part  16)  provide 
all  these  safeguards  as  well  as  others  es¬ 
sential  to  due  process.  Interested  persons 
are  referred  to  those  regvilations  for  a 
complete  description  of  the  procedures 
applicable  to  disqualification  proceed¬ 
ings. 

Section  813.119(d)  states  that  if,  after 
the  regulatory  hearing  (or  after  the  time 
for  requesting  a  hearing  expires  without 
a  request  being  made),  the  Commis¬ 
sioner,  upon  an  evaluation  of  the  admin¬ 
istrative  record,  makes  the  findings  re¬ 
quired  for  disqualification,  he  shall  pre¬ 
pare  and  issue  a  final  order  disqualifying 
the  investigator.  Section  813.119(d)  fiir- 
ther  provides  that  the  final  order  shall 
include  a  statement  of  the  basis  for  the 
disqualification.  If,  on  the  other  hand, 
the  Commissioner  does  not  make  these 
findings,  he  shall  issue  a  final  order  ter¬ 
minating  the  disqualification  proceeding 
and  shall  include  a  statement  of  the  basis 
for  his  decision  to  terminate  the  proceed¬ 
ing.  This  is  comparable  to  the  provisions 
of  proposed  §  812.119(d). 

Once  a  final  order  has  been  issued,  the 
Commissioner  shall  so  notify  the  investi¬ 
gator.  If  the  investigator  is  disqualified, 
the  sponsor  of  every  clinical  investiga¬ 
tion  subject  to  prior  review  by  FDA  in 
which  FDA  knows  that  the  investigator 
is  participating  or  has  participated  will 
be  notified  as  well.  Because  FDA  does  not 
usually  receive  Information  about  other 
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investigational  studies  before  they  are 
completed  and  submitted  to  the  agency, 
it  will  not  generally  be  possible  to  notify 
s(>onsors  of  these  studies  of  the  investi¬ 
gator's  disqualification. 

Comments  on  this  provision  in  the  pro¬ 
posal  requested  that  the  sponsor  be  no¬ 
tified  at  the  beginning,  rather  than  the 
completion  of  disqualification  proceed¬ 
ings.  The  Commissioner  agrees  that,  in 
certain  cases,  it  may  be  appropriate  for 
the  sponsor  of  an  investigation  to  be 
made  aware  of  the  violative  conduct  of 
one  of  its  investigators  before  FDA  dis¬ 
qualifies  the  investigator.  Therefore, 

§  813.119(h)  (3)  allows,  but  does  not  re¬ 
quire,  the  Commissioner  to  provide  the 
sponsor  with  such  information  simul¬ 
taneously  with  a  proposal  to  disqualify 
the  investigator.  The  Commissioner  is 
not  convinced  that  every  sponsor  needs 
to  be  notified  every  time  disqualification 
of  an  investigator  is  proposed. 

Section  813.119(e)  provides  that  once 
a  clinical  investigator  has  been  disquali¬ 
fied,  no  new  investigational  study  subject 
to  the  regulatory  jurisdiction  of  FDA  will 
be  authorized  by  FDA  if  it  includes  the 
disqualified  investigator. 

In  issuing  an  order  disqualifying  a 
clinical  investigator,  the  Commissioner 
must  consider  the  proper  disposition  of 
ongoing  investigations  involving  the  in¬ 
vestigator.  Section  813.119(e)  (2)  pro¬ 
vides  several  options:  (1)  the  investiga¬ 
tions  may  proceed  to  permit  completion 
or  to  permit  corrective  actions:  (2)  the 
continuation  of  the  investigations  may  be 
limited  to  subjects  who  are  already  par¬ 
ticipating;  (3)  the  responsibility  for  the 
actual  conduct  of  the  investigation  may 
be  transferred  to  an  investigator  who  is 
in  compliance  with  FDA  requirements: 
or  (4)  the  investigation  may  be  tewni- 
nated  completely.  A  special  concern  is 
the  subject  who  cannot  be  safely  with¬ 
drawn  from  the  investigation  because  he 
has  an  implanted  intraocular  lens  that 
may  require  surgical  removal,  or  because 
abrupt  withdrawal  from  the  investiga¬ 
tional  study  may  create  a  serious  medical 
problem.  T^is  choice  must  be  made,  on 
a  study-by-study  basis,  considering  the 
nature  of  the  investigation,  the  number 
of  subjects  involved,  the  risks  to  them 
from  suspension  of  the  study,  and  the 
need  for  involvement  of  an  acceptable 
investigator. 

Section  813.119(e)  (2)  (iii)  provides 
that  any  human  subject  who  has  been 
allcw'ed  to  participate  in  the  investiga¬ 
tion  shall  continue  to  be  monitored  and 
evaluated  medically  by  the  disqualified 
investigator,  but  may  not  receive  another 
lens  until  the  investigator  is  reinstated 
or  another  investigator  accepts  respon¬ 
sibility  for  the  study. 

Section  813.119(f)  (similar  to  proposed 
5  812.119(e)(2))  provides  that  each  ap¬ 
plication  for  an  exemption  or  premarket 
approval  application,  whether  approved 
or  not,  that  contains  or  relies  upon  any 
clinical  investigation  conducted  by  a  dis¬ 
qualified  investigator  may  be  evaluated 
to  determine  whether  the  study  w-as,  or 
would  be,  essential  to  FDA’s  decision  to 
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approve  the  application.  This  authority 
is  discretionary,  and  would  depend  on 
the  types  of  problems  that  led  to  dis¬ 
qualification  and  the  nature  of  the  in¬ 
vestigation  involved.  If  it  is  determined 
that,  without  the  results  of  the  investi¬ 
gation  in  question,  further  clinical  trials 
would  not  have  been  allowed  or  an  ap¬ 
plication  for  premarket  approval  would 
not  have  been  approved,  FDA  will  then 
determine  whether  data  from  the  in¬ 
vestigation  are  acceptable,  notwith¬ 
standing  disqualification.  To  avoid  the 
agency’s  having  to  audit  every  such  in¬ 
vestigation,  any  investigaticm  performed 
by  an  investigator  before  or  after  dis¬ 
qualification,  but  before  reinstatement, 
may  be  presumed  to  be  unacceptable,  and 
the  person  relying  on  the  data  resulting 
from  the  investigation  may  be  required 
to  establish  that  the  data  were  not  af¬ 
fected  by  the  circumstances  that  led  to 
disqualification.  This  may  include  re¬ 
quiring  the  sponsor  or  applicant  to  sub¬ 
mit  validating  information.  If  FDA  de¬ 
termines  that  the  clinical  investigation 
was  or  would  be  essential,  and  is  not 
acceptable,  it  will  be  eliminated  from 
the  consideration  of  the  application  for 
exemption  or  premarket  approval.  Elim¬ 
ination  of  such  data  may  serve  as  “new 
information”  justifying  termination  of 
an  investigational  device  exemption  or 
revocation  of  a  premarket  approval  ap¬ 
plication  previously  approved. 

The  Commissioner  advises  that  it  is 
not  necessary  that  an  investigator  be 
disqualified  in  order  for  the  agency  to 
reject  consideration  of  a  particular  clin¬ 
ical  investigation  in  support  of  an  appli¬ 
cation  for  exemption  or  premarket  ap¬ 
proval.  The  criteria  set  forth  in  the 
statute  and  regulations  applicable  to 
each  type  of  application,  together  with 
the  regulations  regarding  the  conduct  of 
investigational  study,  will  still  be  ef¬ 
fective. 

Section  813.119(g)  provides  that  FDA 
will  not  consider  any  investigational 
study  begun  by  the  investigator  after  he 
has  been  disqualified,  in  support  of  any 
application  for  an  exemption  or  premar¬ 
ket  approval.  This  d03S  not,  however, 
relieve  the  applicant  from  any  other  re¬ 
quirement  under  FDA  regulations  that 
all  data  and  information  regarding  clin¬ 
ical  experience  with  the  lens  in  ques¬ 
tion  be  submitted  to  the  agency. 

Section  813.119(h)  provides  for  dis¬ 
closure  of  the  final  order  disqualifying 
the  investigator  to  persons  having  pro¬ 
fessional  dealings  with  the  investigator. 
This  is  comparable  to  §  812.119(e)(1)  of 
the  proposal,  which  elicited  many  com¬ 
ments. 

The  Commissioner  has  retained  this 
provision  because  he  believes  that  FDA 
should  affirmatively  provide  information 
regarding  the  disqualification  of  a  clini¬ 
cal  investigator  to  entities  having  profes¬ 
sional  dealings  with  that  investigator. 
This  includes  other  Federal,  State,  or 
local  government  agencies  supporting 
research  studies.  State  and  locaJ  licens¬ 
ing  agencies  by  whom  the  investigator  is 
licensed,  and  institutions  and  universi¬ 
ties  in  w'hich  the  investigator  practices 


or  teaches.  The  Commissioner  notes, 
however,  that  in  the  past,  officials  of 
such  entities  have  complained  to  PDA 
that  they  were  not  notified  about  a  dis¬ 
qualification  and  that  this  deprived  them 
of  an  opportunity  to  consider  the  liabil¬ 
ity  of  the  institution  or  the  value  of  con¬ 
tinued  funding  of  research  by  the  In¬ 
vestigator  after  the  disqualification. 
Moreover,  the  Commissioner  believes 
that  providing  such  information  is 
within  the  purpose  of  section  705  of  the 
act  (21  U.S.C.  375). 

Because  he  recognizes  that  the  con¬ 
sequences  of  such  notice  could  have  a 
serious  adverse  effect  on  the  reputation 
and  career  of  the  individual,  the  Com¬ 
missioner  believes  that  the  investigator 
must  be  aware  that  such  notice  is  one 
of  the  results  of  disqualification. 

Section  813.119(h)  expressly  author¬ 
izes  FDA  to  notify  such  entities  when 
the  Commissioner  believes  that  such  dis¬ 
closure  will  further  the  public  interest 
or  promote  compliance  with  the  appli¬ 
cable  PDA  regulations.  This  determina¬ 
tion  is  within  the  discretion  of  the  Com¬ 
missioner  upon  consideration  of  the 
entire  record,  including’  the  record  of 
hearing.  Such  notification  consists  of 
providing  the  recipient  a  copy  of  the  final 
disqualification  order,  indicating  its  legal 
meaning  and  stating  that  the  FDA  is 
not  advising  or  recommending  that  the 
person  notified  take  any  action  upon  the 
matter.  A  copy  of  each  notification  shall 
be  given  to  the  investigator. 

A  determination  that  a  clinical  in¬ 
vestigator  has  been  disqualified  and  the 
administrative  record  regarding  such  de¬ 
termination  are  disclosable  to  the  public 
under  the  .  Freedom  of  Information  Act 
(5  U.S.C.  552)  and  under  the  FDA  public 
information  regulations  (21  CFR  Part 
20)  as  records  relating  to  an  adminis¬ 
trative  enforcement  action  that  has  been 
completed. This  is  stated  in  §  813.119(h) 
and  is  similar  to  proposed  §  812.119(e) 
(3). 

Since  disqualification  of  a  clinical  in¬ 
vestigator  may  be  neither  a  sufficient  nor 
an  appropriate  sanction  in  every  case, 
the  Commissioner  believes  that  disquali¬ 
fication  must  be  independent  of,  and 
neither  in  lieu  of  nor  a  precondition  to, 
other  proceedings  or  actions  authorized 
by  law.  Section  813.119(1)  provides  that 
FDA  may  at  any  time  recommend  com¬ 
mencement  of  any  appropriate  judicial 
proceedings  (civil  or  criminal)  and  any 
other  appropriate  regulatory  action,  in 
addition  to  or  in  lieu  of,  and  prior  to, 
simultaneously  with,  or  subsequent  to, 
disqualification.  This  provision  is  com¬ 
parable  to  5  812.119(g)(1)  of  the  pro¬ 
posal.  The  agency  may  also  refer  the 
matter  to  another  Federal,  State,  or  local 
law  enforcement  or  regulatory  agency  for 
such  action  as  that  agency  deems  ap¬ 
propriate. 

Section  813.119(j)  provides  that  the 
sponsor  shall  suspend  or  terminate  a 
noncomplying  investigator  whether  or 
not  FDA  has  begun  any  action  to  dis¬ 
qualify  that  investigator.  Furthermore, 
in  removing  an  investigator,  the  sponsor 
is  not  required  to  use  either  the  grounds 
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or  the  procedures  for  disqualification  set 
forth  in  this  proposed  regulation.  The 
sponsor  is  required,  however,  to  advise 
PDA  of  this  action,  supplying  the  reasons 
for  it  within  5  days.  This  is  comparable 
to  §  812.119(h)  of  the  proposal. 

Disqualification  is  not  a  punishment 
for  past  actions  but  a  remedial  action  to 
prevent  future  violations  and  an  assur¬ 
ance  that  the  rights  and  safety  of  sub¬ 
jects  are  appropriately  protected  and 
that  data  in  support  of  applications  are 
produced  under  circumstances  that  in- 
creaise  the  likelihood  of  their  scientific 
validity.  The  Commissioner  believes  that 
disqualification  should  continue  in¬ 
definitely  until  the  agency  finds  that  the 
investigator  can  and  will  fulfill  the  re¬ 
quirements  imposed  under  these  regula¬ 
tions. 

Section  813.119(k)  provides  that  the 
Commissioner  may  reinstate  a  clinical 
investigator  (i.e.,  determine  that  he  may 
again  conduct  clinical  investigations  sub¬ 
ject  to  prior  review  by  FDA  and  that 
data  from  clinical  investigations  per¬ 
formed  by  him  may  once  again  be  consid¬ 
ered  in  suiHJort  of  applications  to  FDA 
for  investigational  exemptions  or  for 
premarket  approval) ,  if  the  Commis¬ 
sioner  finds  that  the  investigator  can 
provide  adequate  assurances  that  he  will 
operate  in  compliance  with  the  require^ 
ments  of  FDA  regulations.  An  investiga¬ 
tor  wishing  to  be  reinstated  shall  explain 
to  the  Commissioner  why  reinstatement 
is  warranted,  including  a  detailed  de¬ 
scription  of  the  corrective  actions  the  in¬ 
vestigator  has  taken  (or  intends  to  take) 
to  assure  that  the  acts  or  omissions  that 
led  to  his  disqualification  will  not  recur. 
The  Commissioner  may  condition  rein¬ 
statement  upon  commitments  from  other 
Piersons  (e.g.,  sponsor,  parent  institu¬ 
tions,  institutional  review  boards,  or 
other  investigators)  to  monitor  in  detail 
the  investigator’s  activities,  and/ or  upon 
the  submission  of  a  spiecific  protocol  pro¬ 
viding  for  additional  steps  that  the  Com¬ 
missioner  determines  are  necessary  to 
assure  compliance.  Reinstatement  may 
be  made  contingent  upon  the  investi¬ 
gator’s  passing  a  subsequent  FDA  inspec¬ 
tion.  Section  813.119(k)  is  comparable  to 
proposed  §  812.119(f) . 

In  fairness  to  the  investigator,  all  per¬ 
sons  or  organizations  notified  under 
§  813.119(h)  of  the  investigator’s  pre¬ 
vious  disqualification  must  be  notified 
if  he  is  later  reinstated.  Once  reinstated, 
a  clinical  investigator  may  thereafter 
conduct  additional  new  clinical  investi¬ 
gations  subject  to  prior  review  by  FDA 
without  again  going  through  the  rein¬ 
statement  process.  A  determination  that 
an  investigator  has  been  reinstated  is 
disclosable  to  the  public  under  the  Free¬ 
dom  of  Information  Act  (5  U.S.C.  552) 
and  under  Part  20  (21  CFR  Part  20)  as 
records  relating  to  completed  adminis¬ 
trative  enforcement  actions.  A  similar 
provision  was  found  in  proposed  §  812.119 
(f)  of  the  prop>osal. 

Informed  Consent  of  Human  Subjects 

Subp>art  F  establishes  procedures  and 
requirements  governing  informed  con¬ 


sent  of  human  subjects  who  participate 
in  investigational  studies  of  intraocular 
lenses. 

General  Requirements  of  Informed 
Consent 

Section  813.120  imposes  certain  gen¬ 
eral  requirements  upon  investigators  in 
obtaining  informed  consent  from  human 
subjects.  An  investigator  must  inform 
each  human  subject  that  the  lens  is  be¬ 
ing  used  for  research  purposes,  must  pro¬ 
vide  each  subject  an  adequate  explana¬ 
tion  of  pertinent  information  concerning 
the  lens,  and  must  obtain  and  document 
legally  effective  informed  consent  of  the 
subject. 

The  subject’s'  consent  must  be  ob¬ 
tained  while  he  or  she  is  so  situated  as 
to  be  able  to  exercise  freedom  of  choice. 
Such  consent  shall  be  evidenced  by  a 
written  agreement,  signed  by  the  subject. 

Exception  From  the  Requirement 

Section  812.123  of  the  proposal  pro¬ 
vided  for  exceptions  from  the  require¬ 
ment  of  informed  consent  in  life-threat¬ 
ening  situations.  Comments  were  re¬ 
ceived  suggesting  that  oral  informed  con¬ 
sent  of  subjects  would  suffice  in  other 
cases.  Because  the  Commissioner  believes 
that  implantations  of  intraocular  lenses 
are  hazardous  even  under  controlled  con¬ 
ditions,  he  believes  that  written  informed 
consent  must  be  required  for  all  implan¬ 
tations  of  intraocular  lenses.  Further,  be¬ 
cause  he  foresees  no  cases  where  im¬ 
plantation  of  an  intraocular  lens  with¬ 
out  consent  is  compelled  by  a  life-threat¬ 
ening  emergency,  he  is  not  including  in 
this  regulation  the  provision  in  proposed 
§  812.123  providing  exceptions  from  in¬ 
formed  consent.  Accordingly,  written  in¬ 
formed  consent  is  required  for  all  im¬ 
plantations  of  intraocular  lenses. 

Elements  of  Informed  Consent 

Section  813.130  defines  in  greater  detail 
the  general  requirements  for  informed 
consent  that  appear  in  §  813.120. 

Section  813.130(a)  requires  that  the 
investigator  have  the  subject  sign  an 
agreement  that  includes  an  explanation 
of  pertinent  information  sufficient  to 
enable  the  subject  to  make  an  informed 
and  intelligent  decision  concerning  his 
or  her  participation  in  the  investiga¬ 
tional  study.  Although  §  813.130(a)  lists 
specific  items  of  information  drawn  from 
the  Department  of  Health,  Education, 
and  Welfare  regulations,  the  IND  regu¬ 
lations,  and  the  Conference  Report  (Ref. 
3,  which  restates  provisions  that  ap¬ 
peared  in  the  Senate  bill)  that  must  be 
included  in  the  agreement,  this  list  could 
not  possibly  cover  all  investigational 
studies  and  represents  only  the  minimum 
required.  The  investigator  always  must 
tailor  the  information  he  provides  to  the 
subject  to  the  requirement  of  sufficiency 
to  enable  the  subject  to  make  an  in¬ 
formed  and  intelligent  decision  regard¬ 
ing  participation;  this  means  that  an 
investigator  may  have  to  provide  infor¬ 
mation  in  addition  to  that  expressly  re¬ 
quired  in  the  list.  In  the  case  of  intra¬ 
ocular  lenses,  the  information  provided 
the  subject  must  at  a  minimum  describe 


the  injuries  that  have  been  associated 
with  intraocular  lens  use.  as  described 
above  in  this  preamble,  and  supple¬ 
mented  by  any  additional  information 
otherw'ise  available  to  the  sponsor  or 
investigator.  The  information  provided 
the  subject  should  also  explain  that  re¬ 
moval  of  an  implanted  lens  without  seri¬ 
ous  injury  to  the  eye  may  not  be  pos¬ 
sible,  even  if  the  subject  decides  later  to 
discontinue  participation  in  the  study. 

Section  813.130(b)  prohibits  inclusion 
of  exculpatory  language  in  the  agree¬ 
ment.  Section  813.130(c)  requires  the 
investigator  to  provide  to  the  sponsor 
and  to  the  institutional  review  commit¬ 
tee  sample  copies  of  written  materials 
given  or  read  to  each  subject,  including 
the  information  required  by  §  813.130(a) 
as  well  as  copies  of  any  forms  used  to 
document  consent,  which  must  be  ap¬ 
proved  by  the  committee.  Such  mate¬ 
rials  must  also  be  submitted  to  FDA 
under  Subpart  B. 

Inspections,  Reports,  and  Records 

Proposed  Subpart  G,  which  was  re¬ 
served  in  the  proposal,  consolidates  many 
of  the  inspection,  reporting,  and  record¬ 
keeping  requirements  applicable  to  spon¬ 
sors,  institutional  review  committees,  and 
investigators.  In  the  proposal,  these  re¬ 
quirements  were  scattered  throughout 
Subparts  C,  D.  and  E,  although  they  are 
closely  related.  Many  of  these  require¬ 
ments  are  consolidated  for  ease  of  refer¬ 
ence. 

Inspections 

Section  813.150  prescribes  inspection 
procedures  applicable  to  sponsors,  inves¬ 
tigators,  and  institutional  review  com¬ 
mittees.  It  also  incorporates  the  provi¬ 
sions  of  §§  812.55,  812.77,  and  812.115  Of 
the  proposal. 

Section  813.150(a)  requires  sponsors, 
institutional  review  committees,  and  in¬ 
vestigators  to  permit  an  authorized  FDA 
employee  to  conduct  an  inspection  at 
reasonable  times  and  in  a  reasonable 
manner  and  to  copy  records  required  to 
be  kept  by  this  regulation. 

Section  813.150(b)  requires  sponsors 
and  investigators  (but  not  institutional 
review  committees)  to  permit  FDA  to 
conduct  an  inspection  of  any  facilities 
where  intraocular  lenses  are  manufac¬ 
tured,  processed,  held,  used,  or  im¬ 
planted. 

Section  813.150(c)  requires  investiga¬ 
tors  to  divulge  the  names  of  human 
subjects  upon  notice  that  FDA  has  rea¬ 
son  to  believe  that  the  informed  consent 
of  the  subjects  was  not  obtained  or  that 
the  reports  submitted  by  the  investigator 
do  not  represent  actual  results  obtained, 
or  where  the  required  records  appear 
false  or  misleading.  ’This  paragraph  does 
not  apply  to  sponsors  or  institutional  re¬ 
view  committees. 

Similar  sections  of  the  proposal 
prompted  two  significant  comments. 

First,  it  was  pointed  out  that  investi¬ 
gators  could  not  always  grant  access  to 
a  sponsor’s  facilities.  The  Commissioner 
advises  that  persons  are  not  required  to 
grant  access  to  facilities  if  they  lack  the 
authority  to  do  so. 
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Second,  a  comment  argued  that  in¬ 
vestigators  should  not  be  required  to 
supply  the  names  of  subjects  because 
this  would  conflict  wuth  their  ethical  ob¬ 
ligation  to  protect  patient  confldential- 
ity,  Although  the  Commissioner  agrees 
that  this  is  a  sensitive  problem,  he  be¬ 
lieves  that  it  is  in  the  public  interest 
that  FDA  be  able  to  obtain  data  divulg¬ 
ing  the  identity  of  subjects  in  cases  of 
suspected  fraud  or  violation  of  informed 
consent  and  other  subject  protection  re¬ 
quirements.  The  Commissioner  will  only 
invoke  the  provisions  of  §  813.150(c)  in 
the  clearest  cases,  after  written  notice, 
and  will  generally  seek  a  court  order  to 
obtain  the  data  if  refused  the  requested 
information  rather  than  seek  to  disqual¬ 
ify  the  investigator. 

Reports 

Section  813.153  consolidates  most  re¬ 
porting  requirements  imposed  on  spon¬ 
sors,  institutional  review  committees, 
and  investigators.  The  proposed  section 
categorizes  these  reports  as  recall  re¬ 
ports,  adverse  reaction  reports,  progress 
reports,  suspension/termination  reports, 
and  final  reports. 

Section  813.153(a)  is  added  at  the 
Commissioner’s  initiative  to  assure  that 
FDA  learns  of  instances  in  which  intra¬ 
ocular  lenses  are  recalled.  Recalls  often 
indicate  safety  concerns  with  products 
and  may  warrant  FDA  investigation  to 
determine  whether  an  investigational 
device  exemption  should  be  withdrawm  or 
other  action  taken. 

Section  813.153(b)  describes  adverse 
reaction  reports  and  prescribes  condi¬ 
tions  under  which  they  must  be  made  by 
investigators  to  sponsors  and  to  institu¬ 
tional  review  committees  and  by  spon¬ 
sors  to  FDA.  A  serious  adverse  effect  oc¬ 
curring  during  the  course  of  a  study  that 
may  reasonable  be  regarded  as  lens 
(device)  related  and  that  was  not  pre¬ 
viously  anticipated  in  nature,  severity,  or 
degree  of  incidence  in  the  investigational 
plan  must  be  investigated.  Comments  re¬ 
ceived  from  numerous  sources,  including 
the  Intraocular  Lens  Manufacturers’  As¬ 
sociation,  requested  that  the  applicabil¬ 
ity  of  the  requirement  be  limited  to  those 
reactions  that  are  “serious”  and  are  rea¬ 
sonably  regarded  as  lens-related.  The 
Commissioner  concurs  with  this  com¬ 
ment  and  has  made  the  appropriate 
change  in  §  813.153(b).  The  Commis¬ 
sioner  intends  to  eliminate  repeated  re¬ 
porting  of  routine  side  effects  if  these 
are  included  in  the  sponsor’s  informa¬ 
tional  materials  for  investigators,  but 
would  require  reports  of  unusually  severe 
reactions  and  reactions  of  unusually 
high  incidence.  Adverse  effects  such  as 
hypopyon,  intraocular  infection,  and 
acute  corneal  decompensation  are  iden¬ 
tified  as  some  of  the  specific  adverse 
reactions  associated  with  in  intraocular 
lens  implantations  that  must  always  be 
reported. 

Section  813.153(b)  (1)  requires  investi¬ 
gators  to  investigate  the  cause  of  the 
reaction  and  to  report  the  result  to  the 
sponsor  within  5  days  of  learning  that 
the  reaction  has  occurred. 


Section  813.153(b)  (2)  requires  a  simi¬ 
lar  investigation  and  evaluation  by  the 
sponsor  when  he  learns  of  the  reaction 
from  the  investigator  (or  from  any  other 
source) .  Adverse  effects  such  as  hypo¬ 
pyon,  intraocular  infection,  and  acute 
corneal  decompensation  are  identified  as 
some  of  the  specific  adverse  reactions 
associated  with  intraocular  lens  im¬ 
plantations  which  must  always  be  in¬ 
vestigated  and  evaluated. 

He  must  .within  5  days  of  learning  of 
the  reaction  notify  all  investigators  con¬ 
ducting  studies  involving  the  lenses,  all 
committees  reviewing  such  studies,  and 
FDA.  A  partial  exception  to  this  require¬ 
ment  is  allowed  where  the  adverse  reac¬ 
tion  is  hypopyon:  except  where  FDA 
directs  otherwise,  a  sponsor  need  only 
report  the  adverse  reaction  and  results 
of  his  evaluation  to  other  investigators 
and  committees  participating  in  the 
study  w'here  the  incidence  of  the  ad¬ 
verse  reaction  exceeds  that  which  was 
previously  expected  in  materials  pro¬ 
vided  to  investigators.  Generally  speak¬ 
ing,  hypopyon  is  not  expected  to 
occur  in  more  than  5  percent  of 
the  implantations.  When  a  manufac¬ 
turer  expects  hypopyon  to  exceed  or  ap¬ 
proach  this  amount,  serious  questions  as 
to  the  safety  and  effectiveness  of  the  lens 
are  raised.  Accordingly,  when  the  ex¬ 
pected  rate  of  hypopyon  exceeds  or  ap¬ 
proaches  5  percent,  the  incidence  should 
be  reported  and  the  application  for  ex¬ 
emption  will  be  reevaluated  by  FDA. 

The  Commissioner  received  several 
comments  arguing  that  the  time  period 
for  investigating  the  reaction  should  be 
5  “working”  days  rather  than  5  calendar 
days.  The  Commissioner  declines  to 
adopt  this  suggestion  because  it  would 
introduce  a  variation  that  is  undesir¬ 
able  in  this  important  reporting  require¬ 
ment.  The  Commissioner  also  received 
comments  suggesting  extension  of  the  5- 
day  period  to  10, 15,  or  30  days.  The  Com¬ 
missioner  believes  that  the  5-day  period 
is  adequate  in  this  regulation.  If  im- 
usual  difficulties  are  encountered,  the 
Commissioner  calls  attention  to  the  pro¬ 
visions  of  S  813.10  relating  to  waiver. 

Section  813.153(c)  requires  both  spon¬ 
sors  and  investigators  to  submit  prog¬ 
ress  reports:  the  sponsor  to  FDA  and 
each  investigator  to  the  sponsor  and  the 
committee.  Section  813.155(c)  also  re¬ 
quires  that  progress  reports  be  submitted 
at  appropriate  intervals  but  in  no  event 
at  intervals  exceeding  1  year.  For  many 
studies  of  intraocular  lenses,  FTDA  may 
determine  that  a  shorter  period,  e.g.,  3 
months,  is  more  appropriate. 

Periodic  reports  to  the  sponsor  on  the 
progress  of  an  investigation  enable  the 
sponsor  to  collate  and  review  data  to  ob¬ 
tain  an  overall  view  of  the  study  and  re¬ 
port  useful  informaton  to  the  investiga¬ 
tor,  as  well  as  to  FDA.  Frequently,  for 
example,  subtle  but  significant  trends 
not  easily  detectable  at  the  individual 
investigator  level  become  apparent  when 
a  larger  sample  is  analyzed. 

Section  813.153(d)  requires  the  inves¬ 
tigator  to  report  a  suspension  or  termi¬ 
nation  of  a  study  by  a  committee  to  the 


sponsor  within  5  days.  The  institutional 
review  committee  must  report  to  FDA  if 
it  suspends  or  terminates  a  study.  No 
report  is  required  if  the  committee  dis¬ 
approves  a  proposed  study. 

Section  813.153(e)  requires  final  re¬ 
ports  from  investigators  to  sponsors  and 
from  sponsors  to  FDA.  The  investigator 
has  3  months  after  the  investigation  is 
concluded  to  complete  the  report  to  the 
sponor;  the  sponsor  has  6  months  after 
the  investigation  is  concluded  to  submit 
the  report  to  FDA. 

Contents  of  Investigator  Records 
Regarding  Subjects 

Section  813.155  is  similar  to  proposed 
§  812.111.  One  comment  on  proposed 
§  812.111  argued  that  in  many  instances 
mere  patient  charts  would  provide  suf¬ 
ficient  information  to  satisfy  the  objec¬ 
tives  of  the  regulations.  The  Commis¬ 
sioner  believes  that  medical  charts  are 
unlikely  to  contain  the  information 
mandated  by  this  section.  Since  the 
Commissioner  believes  the  information 
requested  by  proposed  §  812.111  is  neces¬ 
sary  to  assure  sound  research  data,  he 
has  decided  to  retain  in  §  813.155  all  the 
requirements  of  the  proposal. 

Section  813.155  requires  an  investiga¬ 
tor  to  keep  certain  records  regarding 
subjects  of  an  investigational  study.  The 
cbmpleteness  and  accuracy  of  the  data 
regarding  subjects  are  critical  aspects  of 
any  research  project.  Inadequate,  in¬ 
complete,  or  inaccurate  records  will 
render  a  scientific  study  valueless, 
thereby  vitiating  any  justification  for 
exposing  human  subjects  to  risk.  Insuf¬ 
ficient  or  erroneous  documentation  of 
important  health  indicators  can  increase 
hazards  to  subjects  by  reducing  the  abil¬ 
ity  of  the  investigator  to  detect  changes 
in  those  indicators. 

For  similar  reasons,  §  813.155(a)  re¬ 
quires  the  sponsor,  any  investigator,  and 
any  committee  involved  in  an  investiga¬ 
tional  study  to  maintain  adequate  and 
accurate  records  concerning  the  investi¬ 
gational  study,  including  copies  of  an 
correspondence  among  themselres  and 
with  PDA  regarding  the  study. 

Section  813.155(b)  provides  that  spon¬ 
sors  and  investigators  must  maintain 
accurate  and  adequate  records  regarding 
the  shipment  and  disposition  of  intra¬ 
ocular  lenses.  The  provision  is  compara¬ 
ble  to  §§  812.45(c)  and  812.107  of  the 
proposal. 

In  addition,  §  813.155(b)  adds  a  re¬ 
quirement  essential  to  safe  investigations 
of  intraocular  lenses:  that  the  sponsor 
either  provide  the  investigator  with  an 
identification  card  that  the  investigator 
can  give  to  the  subject  after  implanta¬ 
tion  of  the  lens,  or  the  sponsor  must 
himself  give  the  subject  such  a  card.  The 
card  must  contain  the  lens  name,  manu¬ 
facturer’s  name  and  address,  the  model, 
stvle  and  serial,  batch,  lot  or  other  iden¬ 
tification  number  for  the  implanted  lens. 
This  requirement  is  needed  to  assure  that 
the  subject  is  able  to  identify  the  source 
of  the  lens  implanted  for  the  duration  of 
implantation,  which  is  intended  to  be  for 
life,  if  he  should  subsequently  develop 
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complications.  Such  information  will 
also  improve  the  information  available 
to  PDA  about  product  defects  or  manu¬ 
facturing  defects  that  lead  to  long-term 
complications..  The  Commissioner  be¬ 
lieves  that  because  of  the  intended  long 
duration  of  implantation,  a  patient  could 
not  necessarily  trace  the  device  through 
the  surgeon  who  implanted  it,*  since  the 
surgeon  might  have  retired  or  died.  Sim¬ 
ilarly,  the  patient  might  have  changed 
his  residence  and  lost  contact  with  the 
implanting  investigator. 

Section  813.155(c)  requires  the  same 
records  of  institutional  review  commit¬ 
tees  as  does  proposed  §  812.75(a). 

Section  813.155(d)  identifies  the  requi¬ 
site  records  regarding  subjects  of  inves¬ 
tigational  studies.  First,  it  confirms  that 
a  medical  history- of  the  subject  before 
the  study  must  be  included  in  the  case 
report  if  relevant  to  the  subject’s  suit¬ 
ability  to  participate  in  the  investigation. 
Section  813.155(d)  also  requires  that  the 
documentation  of  consent  shall  be  filed 
in  the  case  report.  The  records  regarding 
implantation  of  intraocular  lenses  shall 
be  maintained  in  the  case  report  as  well 
as  in  the  records  required  for  control  of 
the  device  in  §  813.55(b).  This  require¬ 
ment  would  allow  for  a  cross  check  on 
the  distribution  of  investigational  de¬ 
vices  and  enable  selected  subjects,  e.g., 
those  receiving  the  investigational  device 
in  the  last  month,  to  be  contacted. 

Animal  Studies 

Subpart  H,  which  deals  with  animal 
studies,  is  retained  unchanged  from  the 
August  2&,  1976  proposal. 
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Proposed  Effective  Date 

Because  of  the  urgent  need  to  apply 
investigational  controls  to  intraocular 
lens  implantations,  for  the  reasons  dis¬ 
cussed  in  this  preamble,  the  final  regu¬ 
lations  shall  be  effective  on  February  9, 
1978.  However,  sponsors  of  ongoing  stud¬ 
ies  of  intraocular  lenses  who  wish  to  con¬ 
tinue  these  studies  without  interruption 
must  submit  an  application  for  an  in¬ 
vestigational  device  exemption  on  or  be¬ 
fore  January  10. 1978.  The  Commissioner 
does  not  intend  to  waive  the  require¬ 
ment  that  a  study  not  begin  until  30 
days  after  submission  of  an  application 
unless  extraordinary  and  compelling 
circumstances  are  shown. 

The  Commissioner  is  not  developing 
forms  to  be  used  by  sponsors  and  investi¬ 
gators  in  meeting  the  requirements  of 
Part  813.  The  agency  will,  however,  pro¬ 
vide  reasonable  assistance  to  those  seek¬ 
ing  to  comply  with  these  requirements. 

Therefore,  under  the  Federal  Food, 
Drug,  and  Cosmetic  Act  (secs.  301,  501, 
502,  520,  701,  704,  801,  52  Stat.  1042-1043 
as  amended,  1049-1051  as  amended, 
1055,  1057  as  amended,  90  Stat.  567,  569-^ 
571,  576-578  (21  U.S.C.  331,  351,  352, 
360j,  371,  374,  381) )  and  under  authority 
delegated  to  him  (21  CFR  5.1),  the  Com¬ 
missioner  amends  Chapter  I  of  Title  21 
of  the  Code  of  Federal  Regulations,  as 
follows: 

•  PART  16— REGULATORY  HEARING  BE¬ 
FORE  THE  FOOD  AND  DRUG  ADMINIS¬ 
TRATION 

1.  In  Part  16,  by  amending  §  16.1  by  re- 
d^ignating  paragraph  (b)(26)  as  (b) 
(30)  and  revising  it,  by  designating  para¬ 
graphs  (b)(26),  (b)(27)  and  (b) (29)  as 
“reserved,”  and  by  adding  new  para¬ 
graph  (b)(28),  to  read  as  follows: 

§  16.1  Scope. 

*  »  *  «  * 

(b)  •  *  * 

(26) -(27)  [Reserved]. 

(28)  Sections  813.30(d) .  813.35(b),  and 
813.170  relating  to  disapproval,  approval 
with  modifications,  or  withdrawal  of  ap¬ 
proval  of  an  investigational  device  ex¬ 
emption. 

(29)  [Reserved]. 

(30)  Any  other  provision  in  the  regu¬ 
lations  in  this  chapter  under  which  a 
I>arty  who  is  adversely  affected  by  regu¬ 
latory  action  is  entitled  to  an  oppor- 
timity  for  hearing,  and  no  other  proce¬ 
dural  provisions  in  this  subchapter  are 
by  regulation  applicable  to  such  hearing. 


PART  20— PUBLIC  INFORMATION 

2.  In  Part  20,  by  amending  §  20.100  by 
adding  new  paragraph  (c)(30),  to  read 
as  follows: 

§  20.100  Applicability;  cross  reference 
to  other  regulations. 


(C)  *  *  * 

(30)  Investigational  device  exemptions 
in  §  813.38  of  this  chapter. 


PART  25— ENVIRONMENTAL  IMPACT 
CONSIDERATIONS  ^ 

3.  In  Part  25,  by  reviewing  §  25.1(d)  (5) 
to  read  as  follows : 

§  25.1  Applicability. 

*  *  *  *  • 

(d)  *  *  * 

(5)  Investigational  new  drug  applica¬ 
tions,  investigational  new  animal  drug 
applications,  and  investigational  device 
applications,  unless  the  agency  notifies 
the  applicant  that  one  is  required. 

*  «  «  *  * 


PART  813 — INVESTIGATIONAL 
EXEMPTIONS  FOR  INTRAOCULAR  LENSES 

4.  By  adding  new  Part  813  to  read  as 
follows: 

Subpart  A— General  Provisions 

Sec. 

813.1  Scope. 

813.2  Applicability. 

813.3  Definitions. 

813.5  General  qualifications  for  an  ex¬ 
emption. 

813.10  Petitions  for  waiver  of  requirements. 
813.12  Information  previously  submitted. 

813.19  Requirements  applicable  to  Im¬ 

porters  and  exporters  of  intra¬ 
ocular  lenses. 

Subpart  B — Applications  for  Exemption  for  In¬ 
vestigational  Studies  Involving  Human  Subjects 

813.20  Application. 

813.25  Investigational  plan. 

813.27  Report  of  prior  experience  with  the 
lens. 

813.30  Food  and  Drug  Administration  re¬ 
view  of  and  action  on  an  applica¬ 
tion. 

813.35  Withdrawal  of  an  exemption. 

813.38  Confidentiality  of  data  and  Infor¬ 

mation  in  an  application. 

813.39  Supplemental  applications  and  sub¬ 

missions  concerning  applications 

Subpart  C — Sponsor  Responsibilities  in 
Investigational  Studies  of  Intraocular  Lenses 

Sec. 

813.40  General. 

813.42  Review  of  the  Investigational  study 

by  FDA  and  the  institutional  re¬ 
view  committee. 

813.43  Selection  of  Investigators. 

813  .45  Control  over  the  Intraocular  lens. 

813.46  Monitoring  the  Investigational 

study. 

813.47  Submitting  information  to  Investi¬ 

gators. 

813.50  Promotion  and  sale  of  intraocular 
lenses. 

Subpart  D — Institutional  Review  Committee 

813.60  Requirement  of  institutional  review 
committee. 

813.62  Membership  of  an  Institutional  re¬ 
view  committee. 

813.65  Procedures  for  review  and  monitor¬ 

ing  of  investigational  studies  by 
an  Institutional  review  commit¬ 
tee. 

813.66  Procedures  and  criteria  for  review  of 

investigational  studies  by  an  In¬ 
stitutional  review  committee. 
813.70  Review  by  Institution. 

813.79  Actions  when  review  by  an  Institu¬ 
tional  review  committee  is  Inade¬ 
quate. 


FEDERAL  REGISTER,  VOL.  42.  NO.  218 — FRIDAY.  NOVEMBER  II.  1977 


58890 


RULES  AND  REGULATIONS 


Subpart  E — Investigator  Responsibilities  in 
Investigational  Studies  of  Intraocular  Lenses 

Sec. 

813.100  General. 

813.101  Review  of  Investigational  study  by 

PDA. 

813.103  Review  of  Investigational  study  by 
Institutional  review  conunlttee. 
813.105  Conformity  to  Investigational  plan. 
813.107  Control  over  Intraocular  lenses. 

813.119  Disqualification  of  a  clinical  in¬ 

vestigator. 

Subpart  F — Informed  Consent  of  Human  Subjects 

813.120  General  requirements  of  Informed 

consent. 

813.130  Elements  of  informed  consent  In 
agreement. 

Subpart  G — Inspections,  Reports,  and  Records 

813.150  Inspections. 

813.153  Reports. 

813.155  Records. 

Subpart  H — Investigational  Studies  That  Do  Not 
Involve  Human  Subjects 

813.160  Conditions  of  exemption. 

813.170  Termination  of  exemption. 

Axjthority:  Secs.  301,  501,  502,  520,  701, 
704,  801,  52  Stat.  1042-1043  as  amended,  1049- 
1051  as  amended,  1055,  90  Stat.  567,  569-671, 
576-578  (21  U.S.C.  331,  351,  352,  360j,  371,  374, 
381). 

Subpart  A — General  Provisions 
§  813.1  Scope. 

(a)  General.  This  part  provides  that 
intraocular  lenses  may  be  exempted  from 
any  of  the  requirements  of  the  act  enu¬ 
merated  in  paragraph  (b)  of  this  sec¬ 
tion  that  would  otherwise  be  applicable 
to  the  device,  to  permit  investigational 
studies  of  the  device  by  experts  who  are 
qualified  by  scientific  training  and  ex¬ 
perience  to  investigate  the  safety  and 
effectiveness  of  the  lenses.  This  part  im¬ 
plements  sections  520(g)  and  520(1)  of 
the  act  with  respect  to  intraocular 
lenses. 

(b)  Effect  of  exemption.  (1)  In  general, 
intraocular  lenses  are  exempted  from 
provisions  of  the  following  sections  of  the 
act  and  regulations  thereunder  when  an 
application  for  exemption  applicable  to 
the  lenses  is  in  effect  under  this  part: 
Misbranding  imder  section  502,  registra¬ 
tion  and  premarket  notification  under 
section  510,  performance  standards 
under  section  514,  premarket  approval 
under  section  515,  records  and  reports 
under  section  519,  restricted  devices 
under  section  520(e),  good  manufactur¬ 
ing  practices  under  section  520(f),  and 
color  additives  under  section  706. 

(2)  Intraocular  lenses  shall  not  be  ex¬ 
empted  from  a  provision  of  the  act  listed 
in  paragraph  (b)(1)  of  this  section 
where  the  Commissioner  indicates  that 
the  lens  is  not  exempt  from  such  a  pro¬ 
vision  in  an  order  of  disapproval,  ap¬ 
proval,  or  approval  with  modifications 
under  §  813.30. 

§  813.2  Applicability. 

This  part  applies  to  all  implantations 
of  intraocular  lenses  in  humans  unless 
a  premarket  approval  application  has 
been  approved  for  these  lenses  under 
section  515  of  the  act. 


§  813.3  Definilions. 

(a)  “Intraocular  lens”  means  a  lens 
intended  to  replace  surgically  the  natu¬ 
ral  lens  of  the  human  eye.  An  intraocu¬ 
lar  lens  is.  for  purposes  of  this  part,  syn¬ 
onymous  with  “investigational  device,” 
lens,  or  lenses. 

(b)  “Investigational  device”  means  a 
device  that  is  used  in  an  investigational 
study  involving  human  subjects,  where 
the  study  is  for  the  purpose  of  deter¬ 
mining  if  the  device  is  safe  or  effective. 

(c)  “Investigational  plan”  means  a 
plan  or  protocol  for  using  an  investiga¬ 
tional  device  in  an  investigational  study. 
See  §  813.25  for  requirements  applicable 
to  an  investigational  plan. 

(d)  “Investigational  study”  means  a 
study  involving  human  subjects  when 
the  study’is  for  the  purpose  of  determin¬ 
ing  if  an  investigational  device  is  safe 
or  effective  and  includes  any  implanta¬ 
tion  in  a  human  of  an  intraocular  lens 
for  which  there  is  no  approved  applica¬ 
tion  for  premarket  approval  under  sec¬ 
tion  515  of  the  act. 

(e)  “Investigator”  means  an  individual 
who  actually  conducts  an  investigational 
study,  i.e.,  under  whose  immediate  direc¬ 
tion  the  investigational  device  Is  admin¬ 
istered  or  dispensed  to,  or  used  involving, 
a  subject. 

(f)  “Monitor,”  when  used  as  a  noun, 
means  an  individual  selected  by  a  spon¬ 
sor  or  contract  research  organization  to 
oversee  the  progress  of  an  investiga¬ 
tional  study.  The  monitor  may  be  a  full¬ 
time  employee  of  a  sponsor  or  contract 
research  organization  or  a  consultant  to 
the  sponsor  or  contract  research  orga¬ 
nization.  (“Monitor,”  when  used  as  a 
verb,  means  the  act  of  reviewing  the 
progress  of  an  investigational  study.) 

(g)  “Sponsor”  means  a  person  who  ini¬ 
tiates  an  investigational  study,  but  who 
does  not  actually  conduct  the  study  (i.e., 
the  investigational  device  is  administered 
or  dispensed  to,  or  used  involving,  a  sub¬ 
ject  under  the  immediate  direction  of 
another  individual) .  A  person  other  than 
an  individual,  e.g.,  corporation  or  gov¬ 
ernment  agency,  that  uses  one  or  more 
of  its  owm  employees  to  conduct  an  in¬ 
vestigational  study  that  it  has  initiated 
is  considered  to  be  a  sponsor  (not  a  spon¬ 
sor-investigator)  ,  and  the  employees  are 
considered  to  be  investigators. 

(h)  “Sponsor-investigator”  means  an 
individual  who  both  initiates  and  actu¬ 
ally  conducts,  alone  or  with  others,  an 
investigational  study  (i.e.,  under  whose 
immediate  direction  the  investigational 
device  is  administered  or  dispensed  to, 
or  used  involving,  a  subject) .  The  term 
does  not  include  any  person  other  than 
an  individual.  Any  sponsor-investigator 
shall  carry  out  the  responsibilities  imder 
this  part  of  a  sponsor  and  of  an  investi¬ 
gator. 

(i)  “Institution”  means  a  person 
(other  than  an  individual)  who  engages 
in  the  conduct  of  research  on  human 
subjects  or  in  the  delivery  of  medical 
services  to  human  subjects  as  a  primary 
activity  or  as  an  adjunct  to  providing 
residential  or  custodial  care  to  human 


beings.  The  term  includes  a  hospital, 
retirement  home,  prison,  university,  or 
device  manufacturer.  Facility  as  used  in 
section  520(g)  of  the  act  is  deemed  to 
be  synonymous  with  the  term  institution 
for  purposes  of  this  part. 

(j)  “Subject”  means  an  individual 
who  is  or  becomes  a  participant  in  an 
investigational  study,  either  as  a  recip¬ 
ient  of  the  investigational  device  or  as 
a  control.  A  subject  may  be  either  a  non¬ 
patient  volunteer  or  a  patient  on  whom 
the  intraocular  lens  might  have  a  thera¬ 
peutic  effect. 

(k)  “Person”  includes  an  individual, 
partnership,  corporation,  association, 
scientific  establishment,  government 
agency,  and  any  other  legal  entity. 

(l)  “Institutional  review  committee” 
means  a  committee  (appointed  by  an 
institution  to  review  and  monitor  inves¬ 
tigations  in  which  human  subjects  par¬ 
ticipate)  whose  major  responsibility  is 
the  protection  of  human  subjects  from 
risk  to  their  health,  safety,  or  dignity  in 
accordance  with  the  current  professional 
standards  and  the  requirements  of  this 
part.  Such  a  committee  may  be  known 
as  an  institutional  review  board  or  by 
other  names. 

§  813.5  General  qualifications  for  an 
exemption. 

A  shipment  of  an  intraocular  lens  is 
exempt  from  any  or  all  the  otherwise 
applicable  requirements  of  the  act  enu¬ 
merated  in  §  813.1(b)(1)  if  all  the  fol¬ 
lowing  conditions  are  met: 

(a)  The  label  of  the  device ^bears  the 
following:  the  name  and  place  of  busi¬ 
ness  of  the  manufacturer,  packer,  or  dis¬ 
tributor  in  accordance  with  §  801.1  of 
this  chapter;  the  quantity  of  contents; 
the  sterility  shelf  life  of  the  lens;  and 
the  statement,  “Caution — investigational 
device.  Limited  by  Federal  (or  United 
States)  law  to  investigational  use”. 

(b)  The  labeling  of  the  intraocular 
lens  is  not  false  or  misleading  in  any 
particular. 

(c) (1)  An  application  for  investiga¬ 
tional  device  exemption  covering  that 
shipment  was  submitted  by  the  sponsor 
under  Subpart  B  of  this  part,  and  the 
requisite  time  has  elapsed  following  the 
date  of  receipt  of  the  application  by  the 
Food  and  Drug  Administration  to  permit 
the  investigational  study  to  begin  under 
§  813.30(b). 

(2)  The  Commissioner  has  not  dis¬ 
approved  the  application  or  withdrawn 
the  exemption. 

(3)  Each  shipment  of  the  intraocular 
lens  is  made  in  accordance  with  the  com¬ 
mitments  in  the  application  and  any 
conditions  imposed  in  the  Commission¬ 
er’s  approval  of  the  application. 

(4)  The  sponsor  has  complied  with  the 
requirements  of  Subparts  B,  C,  and  G 
of  this  part,  any  institutional  review 
committee  that  is  to  review  and  approve 
the  investigational  study  for  which  ship¬ 
ment  is  made  has  complied  with  the  re¬ 
quirements  of  Subparts  D  and  G  of  this 
part,  and  the  investigator(s)  to  which 
the  shipment  is  to  be  made  has  com- 
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plied  with  the  requirements  of  Subparts 
E,  P.  and  G  of  this  part. 

(d)  If  the  shipment  is  to  be  imported 
into  or  exported  from  the  United 
States,  the  requirements  of  §  813.19 
have  been  met. 

§  813.10  Petitions  for  waiver  of  require* 

•  ments. 

(a)  Any  person  subject  to  any  require¬ 
ment  under  this  part  may  petition  the 
Commissioner  for  a  waiver  of  such  re¬ 
quirement.  Such  a  petition  shall  be  sub¬ 
mitted  in  accordance  with  §  10.30  of 
this  chapter  and  shall  set  forth  the  basis 
for  the  petitioner’s  belief  that  com¬ 
pliance  with  the  requirement  is  not 
necessary  to  achieve  the  objectives  of 
this  part  and,  where  aporopriate,  any 
alternative  means  to  achieve  the  ob¬ 
jective  of  the  requirement  from  which 
the  waiver  is  sought. 

(b)  The  Commissioner  may,-  at  his 
discretion  grant  a  petition  for  a  waiver 
submitted  under  this  section  if  he  finds 
that  comoliance  with  the  requirement 
from  which  the  waiver  is  sought  is  not 
necessary  to  achieve  the  objectives  of 
thia-part  and,  where  aopropriate,  that 
the  proposed  alternative  means  will 
achieve  the  objective  of  the  require¬ 
ment  from  which  the  waiver  is  sought. 

(c)  The  person  who  submits  a  petition 
under  this  section  continues  to  be  sub¬ 
ject  to  the  requirement  from  which  the 
waiver  is  sought  unless  and  until  the 
Commissioner  grants  the  petition. 

§  813.12  Information  previously  sub* 
milted. 

Wherever  this  part  requires  the  sub¬ 
mission  to  the  Food  and  Drug  Adminis¬ 
tration  of  information  or  data  that  pre¬ 
viously  had  been  submitted  in  accord¬ 
ance  with  this  part  or  other  parts  of 
this  Cha^^ter,  th“  information  or  data 
need  not  be  resubmitted  but  may  be  in¬ 
corporated  by  reference. 

§  813.19  Requirements  applicable  to 
importers  and  exporters  of  iniraocu* 
lar  lenses. 

(a)  Any  person  who  imports  or  offers 
for  importation  into  the  United  St'^tes 
an  intraocular  lens  shall  assure  that 
all  the  following  requirements  are  met: 

(1)  The  labeling  of  such  lens  com¬ 
plies  with  §  813.5  (a)  and  (b) . 

(2)  The  importer  of  .such  shipment  is 
an  agent  in  the  United  States  of  the 
foreign  exporter  or  is  the  ultimate  con¬ 
signee,  and  the  foreign  exporter  or  the 
ultimate  consignee  has,  prior  to  such 
shipment,  completed  and  submitted  to 
the  Pood  and  Drug  Administration  an 
application  for  an  investigational  device 
exemption  in  accordance  with  §  813.20 
and  acts  as  the  sponsor  of  the  inves¬ 
tigational  study  to  assure  compliance 
with  the  procedures,  conditions,  and  re¬ 
quirements  of  this  part. 

(3)  The  requisite  time  has  elapsed 
after  the  date  of  receipt  of  the  applica¬ 
tion  by  the  Food  and  Drug  Administra¬ 
tion  to  permit  the  investigational  study 
to  begin  under  g  813.30(b). 


(4)  The  Commissioner  has  not  disap¬ 
proved  the  application  or  withdrawn  the 
exemption. 

(b)  Any  person  who  exports  an  intra¬ 
ocular  lens  from  the  United  States  to  a 
foreign  country  shall  comply  with  all  the 
following  requirements : 

(1)  The  lens  shall  conform  to  the 
specifications  of  the  foreign  purchaser. 

(2)  The  lens  shall  comply  with  the 
laws  of  the  country  to  which  it  is  being 
exported. 

(3)  The  label  on  the  outside  of  the 
shipping  package  shall  indicate  that  the 
lens  is  intended  for  export. 

(4)  The  lens  shall  not  be  sold  or  of¬ 
fered  for  sale  in  domestic  commerce. 

(5)  The  person  shall  obtain  the  ap¬ 
proval  of  the  exportation  of  the  lens 
from  the  country  to  which  it  is  intended 
for  export. 

(6)  The  person  shall  request  and  ob¬ 
tain  from  the  Commissioner  a  determi¬ 
nation  that  the  exportation  of  the  device 
is  not  contrary  to  the  public  health  and 
safety  and  has  the  approval  of  the  coun¬ 
try  to  which  it  is  intended  for  export. 

Subpart  B — Applications  for  Exemption  for 

Investigational  Studies  Involving  Hu¬ 
man  Subjects 

§  813.20  Application. 

(a)  The  sponsor  of  an  investigational 
study  shall  submit  to  the  Pood  and  Drug 
Administration  a  completed  application 
for  an  investigational  device  exemption 
that  has  been  signed  by  the  sponsor  or 
an  authorized  representative  of  the 
sponsor.  Three  copies  of  the  application 
and  any  material  required  to  accompany 
the  application,  bound  and  contained  in 
volumes  of  reasonable  size,  shall  be  sent 
by  registered  mail  or  hand  delivered  to 
the  Bureau  of  Medical  Devices,  Docu¬ 
ment  Control  Center  (HFK-20),  Food 
and  Drug  Administration,  8757  (Georgia 
Ave.,  Silver  Spring,  Md.  20910.  Any  sub¬ 
sequent  reports,  correspondence  con¬ 
cerning  an  application,  and  supple¬ 
mental  application  submitted  under 
§  813.39  also  shall  be  submitted  in  tripli¬ 
cate  by  registered  mail  or  hand  delivered 
to  this  address.  The  outside  wrapper  of 
any  application  or  supplemental  appli¬ 
cation  should  include  the  statement  “Ap¬ 
plication  (or  Supplemental  Application) 
for  Investigational  Device  Exemption” 
and  the  outside  wrapper  of  any  reports 
or  correspondence  should  include  the 
statement,  “Regarding  an  Investiga¬ 
tional  Device  Exemption”. 

(b)  An  application  for  an  investiga¬ 
tional  device  exemption  for  an  intraocu¬ 
lar  lens  shall  include  the  following  in¬ 
formation; 

(1)  A  brief  statement  of  its  intended 
use(s)  and  how  it  is  to  be  administered. 

(2)  A  description  of  ell  components, 
ingredients,  and  properties  and  a  de¬ 
scription  of  the  principle  of  operation  of 
the  device  and  any  anticipated  changes 
in  the  device  that  may  occur  in  the 
course  of  the  study,  in  enough  detail  so 
th9t  a  scientist  or  physician  familiar 
with  the  general  type  of  lens  can  make  a 
knowledgeable  judgment  about  the  an¬ 


ticipated  safety  and  effectiveness  of  the 
lens  in  the  proposed  investigational 
study. 

(3)  A  description  of  those  methods, 
facilities,  and  controls,  used  for  the  man¬ 
ufacture,  processing,  packing,  and  stor¬ 
age  of  the  device  in  enough  detail  so  that 
a  person  generally  informed  in  that  area 
can  make  a  knowledgeable  judgment 
about  the  safety  and  effectiveness  of  the 
device  in  the  proposed  investigational 
study. 

(4)  A  statement  of  the  location(s)  of 
the  study  and  whether  an  institutional 
review  committee(s)  is  to  monitor  the 
study  at  such  location  (s). 

(5)  A  report  of  prior  investigations  of 
the  device  that  meets  the  requirements 
of  §  813.27  and  a  summary  of  the  investi¬ 
gational  plan. 

(6)  (i)  A  statement  from  the  sponsor 
that  an  investigational  plan  that  meets 
the  requirements  of  §  813.25  and  a  report 
of  prior  investigations  of  the  device  that 
meets  the  requirements  of  §  813.27  have 
been  submitted  to  and  approved  by  the 
institutional  review  committee,  or  (ii)  if 
no  institutional  review  committee  exists 
and  one  cannot  be  formed,  a  statement 
from  the  head  of  the  institution  that 
such  a  committee  cannot  be  formed,  and 
copies  of  the  investigational  plan  and 
the  reoort  of  prior  investigations. 

(7)  A  statement  from  any  institutional 
review  committee  (where  a  committee  is 
to  monitor  the  study) ,  si<med  by  the 
chairman,  that  the  committee  has  ap¬ 
proved  the  investigational  plan  and  has 
reviewed  the  report  of  prior  investiga¬ 
tions  of  the  lens,  that  the  committee  will 
review  the  study  periodically  at  inter¬ 
vals  appropriate  to  the  degree  of  risk 
but  not  to  exceed  1  year,  and  that  it  will 
review  reports  of  unexpected  adverse  ef¬ 
fects  on  a  timely  basis  for  the  purpose  of 
determining  if  the  study  should  be  con¬ 
tinued. 

(8)  A  copy  of  all  informational  mate¬ 
rials  to  be  given  to  subjects,  including 
all  form(s)  to  be  used  to  obtain  informed 
consent  of  human  subjects  as  required 
by  Subpart  P  of  this  part  (this  material 
may  be  aopended  to  the  investigational 
plan  or  the  summary  of  the  investiga¬ 
tional  plan). 

(9)  A  copv  of  all  informational  ma¬ 
terial.  including  labels  and  other  label¬ 
ing,  which  is  to  be  supplied  to  investi¬ 
gators  as  required  by  5  813.47(a). 

(10)  A  description  of  the  scientific 
training  and  experience  that  the  spon¬ 
sor  considers  approoriate  to  qualify  in¬ 
dividuals  as  suitable  experts  to  investi¬ 
gate  the  safetv  and  effectiveness  of  the 
intraocular  lens.  (See  5  813.43(a).) 

(11)  A  copy  of  the  agreement  signed 
by  investigators  who  will  be  particioat- 
ing,  to  comply  with  Subparts  E,  P,  and  O 
as  required  by  5  813.43(b). 

(12)  The  name  and  a  summary  of 
the  training  and  experience  of  the  in¬ 
dividual  who  is  to  monitor  the  progress 
of  the  study  for  the  sponsor  as  required 
by  Subpart  C. 

(13)  A  statement  as  to  whether  any 
institutional  review  committee  has  ever 
disapproved  any  investigational  study  of 
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the  device  and  the  reasons  for  such  dis¬ 
approval. 

(14)  A  statement  that  the  sponsor  will 
comply  with  each  of  the  requirements 
of  Subparts  C  and  G  of  this  part. 

(15)  A  statement  by  a  sponsor  noti¬ 
fying  PDA  if  he  intends  to  charge  inves¬ 
tigators  and  subjects  for  the  device. 

(16)  A  statement  by  the  sponsor  of 
his  reasons  for  any  request  for  a  waiver 
of  the  requirement  of  §  813.30(a)  that 
a  study  shall  not  begin  before  the  ex¬ 
piration  of  30  days  after  the  Food  and 
Drug  Administration  has  received  an 
application  meeting  the  requirements 
of  this  subpart,  if  such  waiver  is  re¬ 
quested. 

(17)  An  environmental  impact  state¬ 
ment  meeting  the  requirements  of  Part 
25  of  this  chapter  when  requested  by 
the  Food  and  Drug  Administration  after 
receipt  of  an  application  under  this 
section. 

(18)  Any  other  information  relevant 
to  review  of  the  application  required  by 
the  Focxi  and  Drug  Administration  to 
be  submitted.  The  sponsor  may  refuse 
to  provide  the  information  requested 
under  paragraph  (b)  (18)  of  this  section 
and  treat  FDA’s  request  as  a  final  dis¬ 
approval  for  purposes  of  requesting  a 
regulatory  hearing  under  §  813.30.  If  a 
sponsor  fails  to  respond  to  a  request  for 
information  within  the  time  prescribed 
in  a  request,  PDA  may  treat  the  appli¬ 
cation  as  withdrawn. 

§  813.25  Investigational  plan. 

(а)  The  investigational  plan  for  the 
investigational  study  of  an  intraocular 
lens  shall  include  the  following: 

(1)  A  statement  of  the  intended  use 

of  the  lens;  ^ 

(2)  A  general  outline  of  the  plan  and 
any  anticipated  or  foreseeable  changes  or 
variations  in  the  plan  that  may  be  made 
based  on  experience  gained  in  the  study; 

(3)  A  description  of  what  results  are 
expected  from  the  investigational  study; 

(4)  A  justification  for  beginning  thif 
study,  taking  into  account  prior  experi¬ 
ence  with  the  intraocular  lens; 

(5)  The  expected  duration  of  the  in¬ 
vestigational  study; 

(б)  Indentification  of  the  investigator 
or  investigators,  the  facilities  where  the 
study  will  occur,  and  any  institutional 
review  committees  that  will  supervise  the 
study; 

(7)  The  patient  population  in  which 
the  len.s  will  be  us^  (in  terms  of  age, 
sex,  and  condition)  and  the  size  of  each 
population; 

(8)  A  justification  for  using  such 
patient  population  and  of  the  size  of  each 
population; 

(9)  The  sponsor’s  plan  for  monitoring 
the  study  in  accordance  with  5  813.46; 

(10)  A  description  of  records  to  be 
maintained,  and  the  reports  to  be  made, 
by  the  investigator (s)  and  the  sponsor 
to  assure  compliance  with  the  plan  and 
enable  the  progress  of  the  investigation 
and  the  safety  and  effectiveness  of  the 
lenses  to  be  reviewed  by  the  sponsor, 


any  institutional  review  committee,  and 
the  Food  and  Drug  Administration; 

(11)  The  plan  for  obtaining  informed 
consent  from  subjects  and  copies  of  all 
informational  materials  to  be  given  to 
subjects,  including  all  forms  and  ma¬ 
terials  to  be  used  in  obtaining  such  con¬ 
sent;  and 

(12)  A  description  of  the  scientific 
training  and  experience  the  sponsor  con¬ 
siders  appropriate  to  qualify  individuals 
as  suitable  experts  to  investigate  the 
safety  and  effectiveness  of  the  intraocu¬ 
lar  lens.  (See  §  813.43(a).) 

(b)  The  procedures  and  conditions  in 
the  investigational  plan  may  vary  de¬ 
pending  on  the  following: 

( 1 )  The  scope  and  duration  of  the  in¬ 
vestigational  study; 

(2)  The  number  of  human  subjects 
who  are  to  be  involved  in  the  study; 

(3)  The  need  to  permit  changes  to  be 
made  in  the  device  during  the  study 
conducted  in  accordance  with  the  plan; 
and 

(4)  The  purpose  of  the  study,  e.g., 
whether  the  study  is  designed  for  de¬ 
veloping  data  to  obtain  approval  for  the 
commercial  distribution  of  the  device. 

(c)  When  an  investigational  study  is 
to  develop  data  to  obtain  approval  for 
commercial  distribution  of  the  device,  the 
Food  and  Drug  Administration  will  not 
ordinarily  regard  an  investigational  plan 
as  capable  of  providing  data  that  will 
support  an  application  for  such  approval 
unless  it  provides  for  more  than  one 
independent  qualified  investigator. 

(d)  The  investigational  plan  may  pro- 
vice  for  additional  animal  tests  to  be 
made  during  the  investigational  study. 

§  813.27  Report  of  prior  experience 
with  the  lens. 

(a)  A  report  of  prior  investigations 
with  the  lens  shall  be  submitted  to  an 
institutional  review  committee  and  to 
the  Food  and  Drug  Administration. 

(b)  The  report  of  prior  investigations 
of  a  lens  shall  include : 

(DA  bibliography  of  any  publications 
relevant  to  the  investigational  study  and 
copies  of  significant  publications  both 
adverse  and  supporting. 

(2)  Any  other  unpublished  information 
available  to  the  sponsor,  both  adverse 
and  supporting,  information  relating  to 
preclinical  investigations  of  the  lens,  in¬ 
cluding  appropriate  tests  in  animals  and 
tests  in  vitro,  and  prior  clincal  investga- 
tions  of  the  device  or  clinical  experience 
with  the  device  from  commerial  market¬ 
ing,  whether  in  the  United  States  or  in 
foreign  coimtries,  in  su£Scient  detail  so 
that  a  scientist  or  physician  familiar  with 
the  general  type  of  lens  can  make  a 
knowledgeable  judgment  about  the  an¬ 
ticipated  safety  and  effectiveness  of  the 
device  in  the  proposed  investigational 
study. 

(c)  Prior  investigations  of  a  lens  shall 
not  be  considered  adequate  to  justify  an 
investigational  studv  involving  human 
subjects  unless  the  conditions  of  the  prior 
investigations  of  the  lens  are  comparable 


to  the  conditions  of  the  proposed  investi¬ 
gational  study. 

§  813;30  Food  and  Drug  Administration 
review  of  and  action  on  an  applica¬ 
tion. 

(a)  Upon  receipt  of  an  application  for 
an  investigational  device  exemption  sub¬ 
mitted  in  accordance  with  this  subpart, 
the  Food  and  Drug  Administration  will 
notify  the  sponsor  of  the  date  of  such  re¬ 
ceipt  and  inform  the  sponsor  that  the 
investigational  study  may  not  be  begmn 
until  30  days  after  the  date  of  the 
agency’s  receipt  of  the  application,  unless 
the  agency  has  decided  to  waive  the  30- 
day  time  requirement  and  so  informs  the 
sponsor. 

(b)  An  application  for  an  investiga¬ 
tional  device  exemption  shall  be  deemed 
to  be  approved  on  the  30th  day  after 
the  Food  and  Drug  Administration  re¬ 
ceived  the  application  unless,  on  or  before 
such  day,  the  Commissioner  finds  that 
the  application  does  not  meet  the  re¬ 
quirements  of  this  part  and  by  order  dis¬ 
approves  the  application,  stating  his 
reasons  therefor,  or  finds  the  applica¬ 
tion  deficient  and  requests  additional 
information  or  suggests  revisions,  or 
approves  the  application  with  modifica¬ 
tions.  If  the  Commissioner  requests  ad¬ 
ditional  information  or  suggests  re¬ 
visions,  the  sp>onsor  may  treat  the  appli¬ 
cation  as  disapproved  for  purposes  of 
requesting  a  regulatory  hearing  under 
Part  16  of  this  chapter. 

(c)  The  Commissioner  may  by  order 
disapprove  an  application  if  he  makes 
any  of  the  following  findings : 

(1)  'The  application  contains  an  un¬ 
true  statement  of  a  material  fact  or 
omits  material  information  required  by 
§  813.20. 

(2)  The  report  of  prior  investigations 
of  the  intraocular  lens  is  inadequate  to 
support  a  conclusion  that  it  is  reason¬ 
ably  safe  to  begin  or  continue  the  pro¬ 
posed  investigational  study. 

(3)  There  is  reason  to  believe  that  the 
lens  may  be  unsafe  or  ineffective  when 
used  for  the  purpose  or  in  the  manner 
for  which  it  is  to  be  investigated. 

(4)  The  investigational  plan  described 
in  the  application  is  not  a  reasonable 
plan,  in  whole  or  in  part,  for  a  scientific 
investigation  to  determine  whether  the 
investigational  device  is  safe  or  effective. 

(5)  The  methods,  facilities,  and  con¬ 
trols  used  for  the  manufacturing,  proc¬ 
essing,  packing,  storage,  or  implanta¬ 
tion  of  the  lens  do  not  assure  adequately 
the  safety  and  effectiveness  of  the  lens, 

(6)  The  sponsor’s  proposed  use  of  the 
lens  is  not  intended  solely  for  an  in¬ 
vestigational  study,  since  it  is  being  or 
is  to  be  sold  or  otherwise  commercially 
distributed  in  a  manner  not  justified  by 
the  requirements  of  the  investigational 
study  and  not  permitted  by  this  part'. 

(7)  The  proposed  investigational  study 
on  which  the  application  is  submitted 
does  not  conform  to  procedures,  condi¬ 
tions,  or  requirements  prescribed  in  this 
part. 
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(8)  The  proposed  investigational  study 
subjects  human  subjects  to  undue  risks. 
In  assessing  risks,  the  Commissioner 
shall  consider,  among  other  things,  the 
factors  prescribed  in  §  813.66(f) . 

(d)  jhe  Commissioner  shall  notify 
the  sponsor  of  an  approval,  disapproval, 
or  approval  with  modifications  of  an 
application.  The  notification  shall  con¬ 
tain  the  order  of  the  approval,  disap¬ 
proval,  or  approval  with  modifications 
and  a  complete  statement  of  the  rea¬ 
sons  for  the  order.  An  oyder  that  is  a 
notification  of  disapproval  or  approval 
with  modifications  shall  advise  the  spon¬ 
sor  that  he  has  recourse  to  an  oppor¬ 
tunity  for  a  regxUatory  hearing  pursuant 
to  Part  16  of  this  chapter. 

(e)  The  Commissioner  may  in  his 
discretion  decide  not  to  disapprove  an 
application  for  which  there  are  grounds 
for  disapproval  if  he  concludes  that  risks 
do  not  outweigh  the  benefits  to  subjects. 

§  813.35*  Withdrawal  of  an  exemption. 

(а)  The  Commissioner  may  by  order 
withdraw  an  exemption  granted  under 
this  part  if  he  makes  any  of  the  following 
findings ; 

(1)  The  application  for  such  exemp¬ 
tion  or  any  subsequent  report  contains 
an  untrue  statement  of  material  fact  or 
omits  material  information  required  by 
§§  813.20,  813.39,  or  Subpart  C  of  this 
part. 

(2)  The  report  of  prior  investigations 
of  the  device  is  inadequate  to  support 
a  conclusion  that  it  is  reasonably  safe 
to  continue  the  investigational  study  in¬ 
volving  human  subjects. 

(3)  There  is  reason  to  believe  that  the 
Investigational  device  may  be  unsafe 
or  ineffective  when  used  for  the  purposes 
or  in  the  manner  for  which  it  is  investi¬ 
gated. 

(4)  The  investigational  plan  described 
in  the  application  is  not  a  reasonable 
plan,  in  whole  or  in  part,  for  a  scientific 
Investigation  to  determine  whether  the 
investigational  device  is  safe  or  effective. 

(5)  The  methods,  facilities,  and  con¬ 
trols  used  for  the  manufacturing,  proc¬ 
essing,  packing,  storage,  or  installation  of 
the  investigational  device  do  not  ade¬ 
quately  assure  its  safety  and  effective¬ 
ness. 

(б)  The  investigational  study  is  not 
being  conducted  in  accordance  with  the 
investigational  plan  submitted  to  the 
Pood  and  Drug  Administration  or  the  in¬ 
stitutional  review  committee;  or  any 
change  in,  or  deviation  from,  the  investi¬ 
gational  plan  was  not  approved  as  re¬ 
quired  by  §  813.39  and  §  813.105. 

(7)  The  sponsor’s  use  of  the  investiga¬ 
tional  device  is  not  solely  for  an  investi¬ 
gational  study  since  it  is  being  or  is  to 
be  sold  or  otherwise  commercially  dis¬ 
tributed  in  a  manner  not  justified  by  the 
requirements  of  the  investigational  study 
and  not  permitted  by  this  part. 

(8)  The  sponsor  has  failed  to  submit 
an  application  for  premarket  approval  of 
the  device  when  requested  to  do  so  by  the 
Pood  and  Drug  Administration  pursuant 
to  §  813.46(d). 


(9)  The  investiga(tional  study  does  not 
conform  to  procedures,  conditions,  or  re¬ 
quirements  prescribed  under  this  part. 

(10)  TTie  investigational  study  subjects 
human  subjects  to  undue  risl^.  In  as¬ 
sessing  risks,  the  Commissioner  shall 
consider,  among  other  things,  the  factors 
prescribed  in  §  813.66(f). 

( 11 )  The  process  of  review  or  monitor¬ 
ing  undertaken  by  the  institutional  re¬ 
view  committee  that  is  monitoring  the 
study  is  inadequate. 

(b)  The  Commissioner  may  in  his  dis¬ 
cretion  decide  not  to  disapprove  an  ap¬ 
plication  for  which  there  are  grounds  for 
disapproved  if  he  concludes  that  the 
risks  do  not  outweigh  the  benefits  to 
subjects. 

(c)  An  order  under  this  section  shall 
include  a  complete  statement  of  the  rea¬ 
sons  for  the  Commissioner’s  action.  Such 
order  shall  be  issued  only  after  the  spon¬ 
sor  has  been  afforded  an  opportunity  for 
a  regulatory  hearing  pursuant  to  Part  16 
of  this  chapter,  except  that  the  order 
may  be  Issued  before  providing  an  oppor¬ 
tunity  for  such  hearing  if  the  Conunis- 
sioner  determines  that  the  continuation 
of  testing  under  the  exemption  with  re¬ 
spect  to  which  the  order  is  to  be  issued 
will  result  in  an  unreasonable  risk  to  the 
public  health  or  safety. 

(d)  An  exemption  that  has  been  with¬ 
drawn  under  this  section  may  be  rein¬ 
stated  if  the  sponsor  satisfies  the  Com¬ 
missioner  that  the  grounds  for  with¬ 
drawal  no  longer  apply. 

§  813.38  Confidentiality  of  data  and  in¬ 
formation  in  an  application. 

(a)  The  existence  of  an  application  for 
an  investigational  device  exemption  will 
not  be  disclosed  by  the  Food  and  Drug 
Administration  unless  it  has  previously 
been  publicly  disclosed  or  acknowledged. 

(b)  The  availability  for  public  disclo- 
stu-e  of  all  data  and  information  in  the 
Food  and  Drug  Administration  file  con¬ 
cerning  the  application  shall  be  handled 
in  accordance  with  the  provisions  estab¬ 
lished  in  §  314.14  of  this  chapter  for  the 
confidentiality  of  data  and  information 
in  new  drug  applications. 

(c)  Notwithstanding  the  provisions  of 
§  314.14  of  this  chapter,  the  Food  and 
Drug  Administration  shall  disclose  upon 
request  to  an  individual  in  whom  an  in¬ 
traocular  lens  has  been  used  a  copy  of 
any  adverse  reaction  report  relating  to 
such  use. 

§  813.39  Supplemental  applications  and 
submissions  concerning  applications. 

(a)  Except  as  provided  in  paragraphs 

(b),  (c),  and  (d)  of  this  section,  infor¬ 
mation  contained  in  an  application  sub¬ 
mitted  under  §  813.20  may  be  updated  by 
means  of  a  report  to  the  Food  and  Drug 
Administration  tmder  §  813.153. 

(b) (1)  Whenever  the  sponsor  or  any 
Investigator  participating  in  an  investi¬ 
gational  study  wishes  to  implement  a 
change  in,  or  deviation  from,  the  investi¬ 
gational  plan  submitted  to  the  Food  and 
Drug  Administration  under  §  813.20  that 
may  affect  the  validity  of  the  study  or  the 
rights  or  safety  of  the  human  subjects 


imder  the  criteria  in  paragraph  (b)(3) 
of  this  section,  the  sponsor  shall  submit 
to  the  Food  and  Drug  Administration  a 
supplemental  application  describing  the 
proposed  change  or  deviation  and  the 
justification  therefor.  Except  as  provided 
in  paragraph  (b)  (2)  of  this  section,  the 
sponsor  shall  submit  the  supplemental 
application  before  the  change  or  devia¬ 
tion  is  implemented,  shall  obtain  the 
prior  review  and  approval  of  any  insti¬ 
tutional  review  committee  pursuant  to 
§§  813.42(d)  and  813.105,  shall  attach  to 
such  supplemental  application  a  copy  of 
the  approval  of  such  change  or  deviation 
by  such  committee,  and  shall  not  permit 
the  change  or  deviation  to  be  imple¬ 
mented  unless  and  until  the  supplemen¬ 
tal  application  is  approved  or  deemed 
approved  under  §  813.30(b) .  except  as 
described  in  paragraph  (b)  (2)  of  this 
section. 

(12)  When  a  change  or  deviation  is 
necessary  to  eliminate  or  reduce  an  ap¬ 
parent  immediate  hazard  to  the  safety  of 
a  human  .subject  who  is  already  partici¬ 
pating  in  the  investigational  study,  the 
sponsor  is  not  required  to  comply  with 
the  prior  approval  requirements  of  para¬ 
graph  (b)  (1)  of  this  section.  The  spon¬ 
sor  shall  instead  notify  the  Food  and 
Drug  Administration  and  any  institu¬ 
tional  review  committee  not  notified  by 
the  investigator  of  the  change  or  devia¬ 
tion  and  the  justification  therefor  as 
soon  as  possible  but  in  no  event  later 
than  5  days  after  he  learns  of  such 
change  or  deviation. 

(3)  The  following  changes  in,  or  de¬ 
viations  from,  an  investigational  plan  il¬ 
lustrate  some  of  the  situations  in  which 
prior  review  and  approval  are  required 
under  paragraph  (a)  of  this  section: 

(i)  A  significant  change  in  the  method 
of  administration  or  use  of  the  lens. 

(ii)  A  significant  change  in  the  num¬ 
ber  of  subjects  participating  in  the  study 
at  one  time  or  cumulatively. 

(iii)  The  use  of  subjects  with  medical 
conditions  unrelated  to,  but  possibly  af¬ 
fecting,  the  scope  or  validity  of  the  study. 

(iv)  The  use  of  human  subjects  who 
require  special  consideration  or  protec¬ 
tion  and  who  are  not  listed  specifically 
in  the  plan,  e.g.,  children,  mentally  dis¬ 
abled  individuals,  or  prisoners, 

(v)  The  administration  of  concomi¬ 
tant  or  concurrent  therapy  where  it  is 
likely  that  an  interaction  with  the  lens 
might  occur. 

(c)  The  sponsor  shall  submit  to  the 
Food  and  Drug  Administration  the  signed 
statements  required  under  §  813.43(b) 
for  any  additional  investigators  and,  as 
required  by  §  813.42(d),  the  statement 
signed  by  the  chairman  of  any  institu¬ 
tional  review  committee  that  is  added  to 
an  investigational  study  after  submis¬ 
sion  of  an  application  for  an  investiga¬ 
tional  device  exemption  under  §  813.20 
(b) .  Any  such  additional  statement  shall 
be  submitted  before  an  investigator  may 
begin  participation  in  the  investigational 
study. 

(d)  The  sponsor  shall  submit  to  the 
Food  and  Drug  Administration  any  ad- 
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ditional  informational  materials  to  be 
given  to  subjects,  including  forms,  or  re¬ 
visions  in  informational  materials  or 
forms,  to  be  used  by  investigators  to  ob¬ 
tain  informed  consent  of  human  subjects 
and  any  additional  informational  mate¬ 
rials,  or  revision  in  such  informational 
materials,  supplied  to  investigators, 
which  had  not  been  submitted  in  an  ap¬ 
plication  under  §  813.20(b)  (8)  and  (9) 
or  any  subsequent  reports  to  the  Food 
and  Drug  Administration.  The  sp>onsor 
shall  submit  such  forms  or  materials  to 
the  Food  and  Drug  Administration  at  the 
same  time  that  they  are  provided  to 
investigators. 

Subpart  C — Sponsor  Responsibilities  in 

Investigational  Studies  of  Intraocular 

Lenses 

§  813.40  General. 

The  requirements  of  this  subpart  are 
applicable  to  sponsors  of  investigational 
studies,  including  sponsor-investigators. 

§  813.42  Review  of  the  investigational 
study  by  the  Food  and  Drug  Admin¬ 
istration  and  the  institutional  review 
committee. 

(a)  The  sponsor  shall  submit  for  re¬ 
view  and  approval  by  the  Food  and  Drug 
Administration  an  application  for  an 
investigational  device  exemption  in  ac¬ 
cordance  with  Subpart  B  of  this  part  be¬ 
fore  any  human  subjects  are  allowed  to 
participate  in  the  investigational  study. 

(b)  The  sponsor  shall  not  permit  any 
human  subjects  to  participate  in  the 
study  until  the  study  has  been  approved 
by  an  institutional  review  committee  and 
the  application  for  exemption  is  approved 
by  the  Food  and  Drug  Administration. 

(c)  The  sponsor  shall  assure  that  the 
institutional  review  committee  and  the 
Food  and  Drug  Admin L«tration  are  pro¬ 
vided  all  the  information  on  the  pro¬ 
posed  investigational  study  and  the  lens 
that  they  will  need  to  review,  approve, 
and  monitor  the  study. 

(d)  The  sponsor  shall  obtain  from  the 
institutional  review  committee  a  state¬ 
ment,  signed  by  the  chairman,  that  the 
committee  has  approved  the  investiga¬ 
tional  plan  and  has  reviewed  the  report 
of  prior  investigations  of  the  lens  and 
that  the  committee  will  monitor  the  in¬ 
vestigation  in  accordance  with  SulH>art 
D  of  this  part. 

(e)  The  sponsor  shall  not  implement 
a  change  in  or  deviate  from  the  investi¬ 
gational  plan,  or  permit  a  change  or  de¬ 
viation  to  be  implemented,  unless  there 
has  been  compliance  with  the  require¬ 
ments  of  §§  813.39  and  813.105. 

§  813.43  Selection  of  investigatorsi. 

(a)  The  sponsor  shall  select  as  inves¬ 
tigators  only  individuals  who,  because  of 
their  training  or  experience,  qualify  as 
suitable  experts  to  investigate  the  safety 
and  effectiveness  of  the  lens.  As  a  mini¬ 
mum,  investigators  shall  have  completed 
successfully  a  residency  in  ophthalmol¬ 
ogy  or  its  documented  equivalent  and  be 
licensed  to  practice  medicine  in  the  State 
or  country  in  which  the  investigational 


study  is  to  take  place.  Sponsors  shall 
adopt  appropriate  additional  criteria  for 
investigators  (bearing  in  mind  the  in¬ 
vestigational  plan,  the  report  of  prior 
investigations  of  the  lens,  and  what  is 
known  about  the  lais) . 

(b)  The  sponsor  shall  obtain  from 
each  investigator  who  will  participate  in 
the  investigational  study  a  signed  agree¬ 
ment  for  submission  to  the  Food  and 
Drug  Administration  that  includes  the 
following: 

(1)  A  statement  of  the  investigator’s 
education  and  experience  in  sufficient 
detail  to  allow  determination  of  the  in¬ 
vestigator’s  qualifications  for  investigat¬ 
ing  the  lens.  Such  statement  shall  in¬ 
clude  specific  experience  with  the  intra¬ 
ocular  lens  to  be  investigated.  Including 
date,  amount  and  description  of  experi¬ 
ence,  and  the  name  of  the  institutions 
where  the  lens  was  investigated  or  used. 

(2)  An  agreement  to  CMnoly  with  the 
investigational  plan  and  the  require¬ 
ments  of  Subparts  E,  F,  and  G  of  this 
part. 

(3)  An  agreement  that  any  use  of  the 
lens  involving  human  subjects  will  be 
imder  the  investigator’s  supervision  or 
under  the  supervision  of  another  inves¬ 
tigator  who  is  responsible  to  him  and 
who  is  named  by  the  Investigator  in  a 
signed  statement  under  paragraph  (b) 
(5)  of  this  section. 

(4)  A  statement  as  to  whether  any 
investigational  study  or  other  research 
by  such  investigator  has  been  discon¬ 
tinued  on  the  order  of  a  sponsor,  an 
institutional  review  committee,  or  the 
Food  and  Drug  Administration. 

(5)  The  name  of  any  other  investiga¬ 
tor  who  will  participate  in  the  investiga¬ 
tional  study,  who  is  imder  the  investi¬ 
gator’s  supervision  and  resnonsible  to 
him,  with  a  statement  of  such  other  in¬ 
vestigator’s  education  and  experience  in 
accordance  with  paragraph  (b)(1)  of 
this  section. 

§  813.45  Control  over  the  intraocular 
lens. 

(a)  The  sponsor  shall  permit  the  lens 
to  be  shipped  only  to  Investigators  who 
have  signed  statements  under  §  813.43 

(b). 

(b)  If  the  study  is  suspended,  termi¬ 
nated,  completed,  discontinued,  or  the 
exemption  is  withdrawn,  the  sponsor 
shall  require  the  investigator  to  dispose 
of  the  lens  in  accordance  with  the  re¬ 
quirements  of  §  813.107(b). 

(c)  'The  sponsor  shall  assure  that  the 
methods,  facilities,  and  controls  selected 
for  investigating  and  implanting  the 
lens  are  adequate  to  assure  the  device 
will  be  tested  under  conditions  that  ad¬ 
equately  assure  the  safety  and  effective¬ 
ness  of  the  lens  in  the  investigational 
study  and,  where  the  sponsor  is  a  manu¬ 
facturer,  distributor,  or  importer  of  the 
lens,  he  shall  also  assure  that  the  meth¬ 
ods.  facilities,  and  controls  used  for  the 
manufacture,  processing,  and  storage  of 
the  lens  adequately  assure  the  safety  and 
effectiveness  of  the  lens  in  the  investi¬ 
gational  study. 


§  813.46  Monitoring  the  investigational 
study. 

(a)  The  sponsor  shall  designate  one  or 
more  appropriately  trained  and  qualified 
individuals  to  monitor  the  progress  of 
the  investigational  study  on  a  eontinu- 
ing  basis  and  evaluate  the  data  con¬ 
cerning  the  safety  and  effectiveness  of 
the  lens  on  behalf  of  the  sponsor  upon 
receipt  of  such  data  from  investigators, 
and  shall  assure  that  such  monitoring 
and  evaluation  occur. 

(b)  ITie  sponsor  shall  review  the  in¬ 
vestigational  study  periodically  at  in¬ 
tervals  appropriate  to  the  degree  of  risk 
to  assure  that  the  requirements  of  this 
part  are  met. 

(c)  Upon  discovery  by  the  sponsor 
that  the  investigator  has  not  complied 
with  the  requirements  of  this  subpart 
and  Subpart  G  of  this  part  or  his  agree¬ 
ment  under  §  813.43(b) ,  the  sponsor  shall 
secure  the  investigator’s  compliance  or 
discontinue  shipments  to  the  investigator 
and  may  require  the  investigator  to  re¬ 
turn  or  otherwise  make  appropriate  dis¬ 
position  of  the  lens  in  accordance  with 
the  requirements  of  §  813.107(b).  and 
may  suspend  or  terminate  any  study  be¬ 
ing  performed  by  the  investigator  for  the 
sponsor. 

(d)  A  sponsor  shaM  not  unduly  prolong 
an  investigational  study.  Where  data 
are  developed  in  the  study  that  would 
support  submission  of  an  application  for 
premarket  approval  of  the  lens  pursu¬ 
ant  to  section  515  of  the  act,  the  sponsor 
shall  either  submit  such  an  application 
or  discontinue  the  study. 

(e)  Where  the  sponsor  learns  from  an 
investigation  and  report  of  an  adverse 
reaction  under  §  813.153(b)  that  a  se¬ 
rious  adverse  reaction  is  lens  related 
and  presents  unreasonable  risk  to  sub¬ 
jects  involved  in  the  study,  he  shall  dis¬ 
continue  the  study  as  soon  as  possible 
but  in  no  event  later  than  5  days  after 
sufficient  information  is  available  to 
warrant  suspension.  For  purposes  of  this 
section,  suspension  of  the  investigational 
study  means  that  no  new  subjects  may 
be  added  to  the  study.  Where  the  Food 
and  Drug  Administration  regards  an 
adverse  reaction  as  lens  related  end  as 
presenting  unreasonable  risk  to  subjects, 
the  agency  may  request  or  order  the 
sponsor  to  suspend  the  study  and  to  take 
appropriate  action  to  protect  subjects 
in  whom  lenses  have  been  implanted. 
The  sponsor  shall  suspend  the  study  and 
take  such  other  action  as  soon  as  pos¬ 
sible  but  in  no  event  later  than  5  days 
after  such  request  or  order.  Once  the 
study  has  been  suspended,  the  sponsor 
shall  not  resume  the  study  without  the 
concurrence  of  the  Food  and  Drug  Ad¬ 
ministration. 

§  813.47  Submitting  information  to  in¬ 
vestigators. 

(a)  The  sponsor  shall  supply  all  in¬ 
vestigators  with  copies  of  the  investiga¬ 
tional  plan  required  under  §  813.25,  the 
report  of  prior  investigations  of  the  lens 
required  under  S  813.27,  and  labeling  (in¬ 
cluding  labels)  for  the  lens  that  describes 
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all  relevant  hazards,  contraindications, 
adverse  reactions,  interfering  substances, 
precautions  suggested  by  prior  investi¬ 
gations,  the  sterility  shelf  life  of  the 
lens,  and  experience  with  the  lens.  The 
labeling  shall  not  represent  that  the 
safety  or  effectiveness  of  the  lens  has 
been  established  for  the  purposes  to  be 
investigated. 

(b)  The  sponsor  shall  notify  each  in¬ 
vestigator  of  the  completion  or  discon¬ 
tinuance  of  the  investigational  study  or 
the  withdrawal  of  th'fe  exemption  as  soon 
as  possible  but  in  no  event  later  than  5 
days  after  such  action. 

(c)  The  sponsor  shall  notify  each  in¬ 
vestigator  if  an  application  for  pre¬ 
market  approval  of  the  device  under  sec¬ 
tion  515  of  the  act  is  approved. 

§  813.50  Promotion  and  sale  of  intra¬ 
ocular  lenses. 

(a)  Neitlier  the  sponsor  nor  any  person 
acting  for  or  on  behalf  of  the  sponsor 
shall  disseminate  any  promotional  ma¬ 
terial  representing  that  the  lens  being 
investigated  is  safe  and  effective  for  the 
purposes  for  which  it  is  imder  investiga¬ 
tion.  This  requirement  does  not  restrict 
the  full  exchange  of  scientific  informa¬ 
tion  concerning  the  device,  including  dis¬ 
semination  of  scientific  findings.  How¬ 
ever,  this  requirement  prohibits  promo¬ 
tional  claims  by  the  sponsor  that  the 
lens  is  safe  and  effective  while  the  device 
is  being  investigated  to  establish  its  safe¬ 
ty  and  effectiveness. 

(b)  The  sponsor  of  the  study  of  an 
intraocular  lens  may  distribute  the  lens 
only  if  the  sponsor  has  an  effective  ex¬ 
emption  under  this  part  for  all  lenses 
sold,  and  all  patients  who  receive  a  lens 
are  included  in  an  investigational  study 
under  an  exemption. 

Subpart  D — Institutional  Review 
Committee 

§813.60  Requirement  of  instilulioiial 
review  committee. 

An  institutional  review  committee 
shall  review  and  monitor  all  investiga¬ 
tional  studies  of  an  intraocular  lens,  ex¬ 
cept  that  where  an  institutional  review 
committee  does  not  exist  and  one  cannot 
be  established,  the  sponsor  of  the  study 
shall  submit  the  investigational  plan  and 
report  of  prior  investigations  pursuant  to 
§  813.20(b)  (5)  and  (6)  for  review  by 
the  Food  and  Drug  Administration.  The 
Food  and  Drug  Administration  may  dis¬ 
approve  a  study  that  is  not  to  be  re¬ 
viewed  and  monitored  by  an  institutional 
review  committee  if,  in  the  opinion  of 
the  Commissioner,  the  lack  of  institu¬ 
tional  review  committee  review  may  ex¬ 
pose  human  subjects  to  undue  risk. 

§  813.62  Membership  of  an  insiitiitional 
review  committee. 

(a)  Any  institutional  review  commit¬ 
tee  that  undertakes  to  participate  in  the 
review  of  a  proposed  study  shall  possess 
the  professional  competence  necessary 
to  review  the  specific  study.  An  institu¬ 
tional  review  committee  shall  be  com¬ 
posed  of  not  less  than  five  individuals 
with  varying  backgrounds  to  assure  com¬ 


plete  and  adequate  review  of  the  investi¬ 
gational  study.  Such  committee  shall  in¬ 
clude,  in  addition  to  persons  possessing 
the  professional  competence  necessary 
to  review  scientific  activities,  persons 
whose  primary  concerns  are  in  nonscien- 
tific  areas,  e.g.,  lawyers,  clergymen, 
ethicists,  social  scientists,  or  other  lay 
persons.  No  such  committee  shall  con¬ 
sist  entirely  of  members  of  a  single  pro¬ 
fessional  group. 

(b)  The  records  of  a  committee  shall 
identify  each  member  by  name,  earned 
degrees,  positions  or  occupation,  repre¬ 
sentative  capacity,  and  other  pertinent 
indications  of  experience,  such  as  board 
certification  or  licenses,  sufficient  to  de¬ 
scribe  each  member’s  chief  anticipated 
contributions  to  such  committee’s  delib¬ 
erations.  The  employment  or  other  rela¬ 
tionship  between  each  member  and  the 
institution  and  any  investigator  or  spon¬ 
sor  of  any  investigational  study  reviewed 
and  monitored  by  the  committee  shall 
be  described  in  the  records  of  the  com¬ 
mittee,  e.g.,  full-time  employee,  part- 
time  employee,  member  of  governing 
panel  or  board,  paid  consultant,  or  un¬ 
paid  consultant. 

(c)  No  committee  shall  consist  en¬ 
tirely  of  persons  who  are  officers,  em¬ 
ployees,  or  agents  of,  or  are  otherwise 
associated  with,  the  institution,  apart 
from  their  membership  on  the  commit¬ 
tee. 

(d)  No  member  of  a  committee  shall 
participate  in  the  committee’s  review  of 
monitoring  of  an  investigational  study 
in  which  he  has  a  conflicting  interest. 
No  investigator  or  sponsor  shall  partici¬ 
pate,  in  the  selection  of  members  for  a 
committee  that  will  review  his  investiga¬ 
tional  study. 

(e)  The  committee  is  responsible  for 
determining  whether  a  member  has  a 
conflict  of  interest  and,  if  so,  such  mem¬ 
ber  shall  not  participate  in  the  review 
or  monitoring  of  the  study. 

(f)  An  institutional  review  committee 
may  in  its  discretion  invite  persons  with 
competence  in  particular  areas  (consult¬ 
ants)  to  assist  in  the  review  of  complex 
issues  whose  resolution  requires  expertise 
beyond  or  in  addition  to  that  available 
within  the  committee.  Consultants  may 
not  vote. 

§  813.65  Procedures  for  review  and 
monitoring  of  investigational  studies 
by  an  institutional  review  committee. 

(a)  An  institutional  review  committee 
shall  follow  written  procedures  adopted 
by  either  the  committee  or  the  institu¬ 
tion  for  conducting  its  review  and  moni¬ 
toring  of  investigational  studies  and  for 
reporting  its  findings  to  the  institution, 
the  sponsor,  and  the  investigator. 

(b)  A  committee  shall  conduct  busi¬ 
ness  by  a  quorum,  which  shall  be  defined 
by  written  procedures.  In  no  event  shall 
a  quorum  be  less  than  a  majority  of  the 
members  of  the  committee. 

(c)  A  committee  participating  in  the 
review’  of  an  investigational  study  shall 
monitor  that  study  until  the  investiga¬ 
tion  is  completed  or  discontinued  bv  the 
sponsor  or  terminated  or  suspended  by 


the  committee  or  an  exemption  is  with¬ 
drawn  by  the  Food  and  Drug  Adminis¬ 
tration. 

§  813.66  Procedures  and  criteria  for  re¬ 
view  of  investigational  studies  by  an 
institutional  review  committee. 

(a)  Upon  receipt  of  the  proposed  in¬ 
vestigational  study,  including  an  investi¬ 
gational  plan  and  a  report  of  prior  in¬ 
vestigations  of  the  lens  from  the  sponsor 
or  investigator,  a  committee  that  is  to 
participate  in  the  review  of  the  study 
shall  perform  the  following  functions: 

(1)  Determine  that  each  investigator 
has  successfully  completed  a  residency 
in  ophthalmology  or  its  documented 
equivalent,  and  is  licensed  to  practice 
medicine  in  the  State  or  country  in  which 
the  investigational  study  is  to  take  place. 

(2)  Review  the  investigational  plan 
and  determine  that  the  nature  of  the  in¬ 
vestigational  study  provides  a  benefit 
to  the  proposed  subjects  such  that  the 
risks  to  the  subjects  are  justified. 

(3)  Assure  that  sufficient  records  will 
be  kept  so  as  to  describe  clearly  the  re¬ 
sults  of  the  study. 

(4)  Reauire  the  investigator  to  notify 
the  institutional  review  committee  of 
any  unanticipated  side  effects  or  in¬ 
creased  hazards  or  any  changes  in  the 
inyestigational  study,  actual  or  proposed, 
that  have  resulted  or  mav  result  from 
the  preliminary  findings  of  the  study  that 
could  result  in  modification  or  reversal 
of  the  initial  determination  to  authorize 
beginning  the  study. 

(5)  Monitor  the  Investigational  study 
at  intervals  appropriate  to  the  degree  of 
risk  but  in  no  event  exceeding  1  year  so 
as  to  assure  that  the  study  continues  to 
be  justified  during  the  course  of  the 
study. 

(6)  Assure  that  the  rights  of  human 
subjects  are  properly  protected,  that 
legally  effective  informed  consent  is  ob¬ 
tained,  and  that  the  method  of  obtaining 
consent  properly  informs  the  human 
subject  of  the  significant  aspects  of  the 
study  in  accordance  with  Subpart  F  of 
this  part. 

(7)  Receive,  process,  and  act  on  com¬ 
plaints  relating  to  any  study  under  re¬ 
view',  e.g.,  from  subjects,  sponsors,  and 
other  members  of  an  institution’s  staff. 

(b)  If  the  committee  has  any  question 
regarding  the  proposed  investigational 
study,  the  committee  may  request  the 
investigator  or  sponsor  to  submit  addi¬ 
tional  information  concerning;  the  pro¬ 
posed  study. 

(c)  The  committee  shall  review  and 
approve,  approve  with  modifications,  or 
disapprove  a  proposed  study  as  soon  as 
possible  after  receipt  thereof. 

(d)  The  committee  may  disapprove  a 
proposed  study  for  any  reason  it  con¬ 
siders  appropriate  and  shall  disapprove 
a  proposed  study  if  it  makes  any  of  the 
following  findings; 

(1)  The  information  submitted  to  the 
committee  concerning  the  study  con¬ 
tains  an  untrue  statement  of  a  material 
fact  or  omits  material  information  re¬ 
quired  by  this  part. 

(2)  'The  report  of  prior  investigations 
of  the  lens  is  inadequate  to  support  a 
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conclusion  that  it  is  reasonably  safe  to 
begin  the  proposed  investigational  study. 

(3)  There  is  reason  to  believe  that  the 
lens  may  be  unsafe  or  ineffective  when 
used  for  the  purpose  or  in  the  manner 
for  which  it  is  to  be  investigated. 

(4)  The  investigational  plan  is  not  a 
reasonable  plan,  in  whole  or  in  part,  for 
a  scientific  investigation  to  determine 
whether  the  lens  is  safe  or  effective. 

(5)  The  proposed  investigational  study 
does  not  conform  to  procedures,  condi¬ 
tions,  or  requirements  prescribed  in  this 
part. 

(6)  The  investigator  does  not  possess 
the  scientific  training  and  experience  ap¬ 
propriate  to  qualify  him  as  a  suitable 
expert  to  investigate  the  safety  and, 
where  appropriate,  effectiveness  of  the 
lens. 

(7)  The  available  clinical  laboratory 
facilities  and  medical  support  are  inade¬ 
quate  to  assure  that  the  study  will  be 
conducted  properly  and  in  conformity 
with  the  plan  or  to  assure  the  safety 
of  the  subjects. 

(e)  A  committee  participating  in  the 
review  may  suspend  or  terminate  a  study 
after  it  has  begun  for  any  of  the  follow¬ 
ing  reasons: 

(1)  Any  reason  for  which  the  commit¬ 
tee  shall  disapprove  a  study  under  para¬ 
graph  (d)  or  (f)  of  this  section. 

(2)  The  investigator  has  disregarded 
committee  recommendations  for  patient 
protection  or  has  refused  to  cooperate 
with  the  committee,  or  to  provide  infor¬ 
mation  to  the  committee. 

(3)  Experience  developed  during  the 
study,  or  newly  discovered  scientific  evi¬ 
dence  not  considered  at  the  time  the 
study  was  initially  approved,  indicates 
that  the  risks  outweigh  the  potential 
benefit  to  the  subjects. 

(4)  The  investigator (s)  who  initiated 
the  study  cannot  or  will  not  continue  to 
perform  as  an  investigator,  and  a  suit¬ 
ably  qualified  replacement  is  not  avail¬ 
able. 

(5)  There  is  evidence  of  fraud  in  the 
submission  of  data. 

(6)  The  institutional  support  avail¬ 
able  for  the  study  is  no  longer  sufficient 
in  quality  or  amount  to  assure  the  safe 
continuation  of  the  study. 

(7)  There  has  been  unethical  conduct 
on  the  part  of  the  investigator  in  the 
course  of  the  study. 

(8)  Such  other  reasons  as  the  com¬ 
mittee  may  find  appropriate. 

In  the  event  the  committee  terminates 
or  suspends  a  study,  it  shall  notify  the 
sponsor  and  the  Food  and  Drug  Admin¬ 
istration  as  expeditiously  as  possible, 
stating  its  reasons  for  the  suspension, 
the  duration  of  the  suspension,  the  con¬ 
ditions,  if  any,  under  which  the  study 
will  be  permitted  to  continue,  and  its 
recommendations  for  the  proper  care 
of  subjects. 

(f)  The  committee  shall  disapprove  a 
proposed  study  as  being  inadequate  to 
justify  commencement  of  testing  involve- 
ing  human  subjects  if  it  determines  that 


the  proposed  investigational  study  ex¬ 
poses  the  subjects  to  undue  risks.  In 
assessing  risks,  the  committee  shall  con¬ 
sider,  among  other  things,  whether: 

(1)  The  risks  to  the  subject  are  so 
outweighed  by  the  sum  of  toe  benefits 
to  the  subject  and  toe  importance  of  toe 
knowledge  to  be  gained  as  to  warrant  a 
decision  to  allow  the  subject  to  accept 
these  risks; 

(2)  The  rights,  safety,  and  welfare 
of  any  such  subjects  will  be  adequately 
protected; 

(3)  A  legally  effective  informed  con¬ 
sent  will  be  obtained  by  adequate  and 
appropriate  methods  in  accordance  with 
the  provisions  of  this  part;  and 

(4)  The  conduct  of  toe  activity  will 
be  reviewed  at  timely  intervals  by  the 
institutional  review  committee  and  toe 
sponsor. 

(g)  The  committee  shall  notify  the 
sponsor  or  investigator  who  submitted 
the  proposal  of  its  decision  on  toe  pro¬ 
posed  study.  Notification  of  approval 
with  modifications  or  of  disapproval 
shall  contain  a  statement  of  the  reasons 
for  the  committee’s  approval  with  modi¬ 
fications  or  disapproval. 

§  813.70  Review  by  institution. 

Approval,  including  approval  with 
modifications,  by  an  institutional  review 
committee  may  be  subject  to  further  ap¬ 
propriate  review  and  approval  or  rejec¬ 
tion  by  institutional  officials,  but  dis¬ 
approval  by  toe  committee  may  not  be 
overruled  by  such  officials. 

§  813.79  Artions  where  review  by  an 
institutional  review  committee  is 
inadequate. 

(a)  The  Commissioner  may  determine 
that  the  process  of  review  undertaken 
by  an  institutional  review  committee  is 
inadequate  if  he  finds  that  it  failed  to 
meet  the  requirements  of  this  subpart  or 
Subpart  G  of  this  part. 

(b)  If  the  Commissioner  finds  that  the 
process  of  review  or  monitoring  under¬ 
taken  by  toe  committee  is  inadequate, 
he  may: 

(1)  Request  the  committee  to  change 
its  process  of  review  or  monitoring  to 
meet  toe  requirements  of  this  subpart 
and  Subpart  G  of  this  part; 

(2)  Require  the  sponsor  to  obtain  re¬ 
view  or  monitoring  by  a  committee  whose 
process  of  review  or  monitoring  meets 
such  requirements; 

(3)  Require  that  the  application  be 
reviewed  by  the  Food  and  Drug  Admin¬ 
istration;  or 

(4)  Disapprove  the  application  for  an 
investigational  device  exemption  or 
withdraw  the  exemption. 

Subpart  E — Investigator  Responsibilities  in 

Investigational  Studies  of  Intraocular 

Lenses 

§  813.100  General. 

The  requirements  of  this  subpart  are 
applicable  to  investigators  of  investi¬ 
gational  studies,  including  sponsor- 
investigators. 


§  813.101  Review  of  investigational 
-study  by  the  Food  and  Drug  Admin¬ 
istration. 

An  investigator  shall  not  allow  hu¬ 
man  subjects  to  participate  in  an  inves¬ 
tigational  study  until  such  time  as  an 
investigational  device  exemption  has 
been  obtained  from  the  Food  and  Drug 
Administration  pursuant  to  Subpart  B  of 
this  part. 

§  813.103  Review  of  investigational 
study  by  institutional  review  commit¬ 
tee. 

Where  the  investigation  of  an  intra¬ 
ocular  lens  is  subjeqj:  to  an  institutional 
review  requirement  under  §  813.60: 

(a)  An  investigator  shall  not  allow 
human  subjects  to  participate  in  an  in¬ 
vestigational  study  until  the  committee 
has  approved  the  study. 

(b)  An  investigator  shall  not  imple-^ 
ment  a  change  in,  or  deviate  from,  toe 
investigational  plan  imtil  he  has  com¬ 
plied  with  the  requirements  of  §  813.105. 

(c)  An  investigator  shall  report  to  the 
committee  and  to  the  sponsor  any  seri¬ 
ous  adverse  reaction  occurring  in  toe 
study  that  may  reasonably  be  regarded 
as  lens  related  and  that  was  not 
previously  expected  in  nature  or  severity 
or  degree  of  incidence  in  the  investiga¬ 
tional  plan. 

(d)  An  investigator  shall  notify  the 
committee  within  3  months  after  com¬ 
pletion  or  discontinuance  of,  or  the  with¬ 
drawal  of  the  exemption  for,  the  entire 
investigational  study  or  of  his  portion 
of  the  study,  whichever  occurs  first. 

(e)  An  investigator  shall  provide  ac¬ 
curate  and  adequate  information  regard¬ 
ing  the  investigational  study  to  the 
committee  in  response  to  its  request. 

§  813.105  Conformity  to  investigational 
plan. 

(a)  Whenever  toe  investigator  desires 
to  implement  a  change  in  the  investiga¬ 
tional  study  that  will  result  in  a  devia¬ 
tion  from  the  investigational  plan,  he 
shall: 

(1)  Where  such  change  may  reaeon- 
ably  be  expected  to  increase  toe  risks  to 
subjecte  and/or  affect  the  scientific  va¬ 
lidity  of  the  study  tmder  the  criteria  in 
§  813.39(b) ,  notify  the  sponsor  Qf  toe 
proposed  change  and  obtain  the  sponsor’s 
assent;  submit,  or  assure  that  the  spon¬ 
sor  submits,  to  the  investigational  review 
committee  notice  of  such  change  and  ob¬ 
tain  the  written  approval  of  the  in¬ 
vestigational  review  committee;  and 
submit,  or  assure  that  the  sponsor  sub¬ 
mits,  to  the  Food  and  Drug  Administra¬ 
tion  a  supplemental  application  in  ac¬ 
cordance  with  §  813.39(b)  and  obtain  the 
approval  of  toe  Food  and  Drug  Admin¬ 
istration  before  implementing  the  pro¬ 
posed  change, 

(2)  Where  such  change  may  not  rea¬ 
sonably  be  expected  to  increase  the  risks 
to  the  subjects,  and  does  not  affect  toe 
scientific  validity  of  the  study  involved, 
toe  investigator  may  implement  toe 
change,  but  shall  notify  the  sponsor  and 
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the  institutional  review  committee  in¬ 
volved.  The  notice  of  the  change  shall  be 
reflected  in  sponsor,  investigator,  and  in¬ 
stitutional  review  committee  records  and 
in  reports  under  §  813.153(c)  and  shall 
be  reviewed  by  the  institutional  review 
committee  in  the  regular  course  of  busi¬ 
ness. 

(b)  When  a  change  in  or  deviation 
from  the  investigational  plan  is  neces¬ 
sary  to  eliminate  or  reduce  an  apparent 
immediate  hazard  to  the  safety  of  a  hu¬ 
man  subject  who  is  already  participat¬ 
ing  in  the  investigational  study,  the  in¬ 
vestigator  is  not  required  to  comply  with 
the  prior  approval  requirements  of  para¬ 
graph  (a)  of  this  section.  The  investiga¬ 
tor  shall  instead  notify  any  institutional 
review  committee  and  the  sponsor,  who 
shall  notify  the  Food  and  Drug  Adminis¬ 
tration  of  the  change  or  deviation  and 
the  justification  therefor  as  soon  as  pos¬ 
sible  but  in  no  event  later  than  5  days 
after  such  change  or  deviation  is  imple¬ 
mented  as  required  by  8  813.39(b)(2). 

§  813.107  Conirol  over  intraocular 
lenses. 

(a)  An  investigator  shall  only  permit 
the  lens  to  be  used  for  administration  to, 
or  use  involving,  subjects  who  are  under 
his  personal  supervision  or  under  the  su¬ 
pervision  of  another  investigator  who  is 
responsible  to  him  and  who  is  named  by 
the  investigator  in  his  signed  statement 
undertaking  the  obligations  of  an  in¬ 
vestigator  under  §  813.43(b).  An  investi¬ 
gator  shall  not  supply  the  lens  to  any 
other  person  for  administration  to,  or 
use  involving,  subjects  or  for  any  other 
purpose,  without  the  prior  authoriza¬ 
tion  of  the  sponsor. 

(b)  An  investigator  shall  return  to 
the  sponsor  any  reusable  or  unused  sup¬ 
ply  of  the  lens  upon  direction  of  the 
sponsor,  or  upon  suspension,  termina¬ 
tion,  completion,  discontinuance  of,  or 
withdrawal  of  the  exemption  for,  the  in¬ 
vestigational  study.  The  sponsor  may  di¬ 
rect  or  agree  to  alternative  disposition 
of  the  lens  such  as  destruction  or  use 
in  animal  or  in  vitro  experiments. 

§  81.3.119  Disqualification  of  a  clinical 
investigator. 

(a)  Purposes.  The  purpose(s)  of  dis¬ 
qualification  of  an  investigator  who  has 
violated  the  regulations  set  forth  in  this 
part  may  be  one  or  both  of  the  follow¬ 
ing: 

(1)  To  preclude  the  investigator  from 
conducting  clinical  investigations  sub¬ 
ject  to  requirements  under  the  act  for 
prior  submission  to  the  Food  and  Drug 
Administration  until  such  time  as  it  be¬ 
comes  likely  that  he  will  abide  by  such 
regulations  or  that  such  violations  will 
not  recur.  The  determination  to  dis¬ 
qualify  an  investigator  does  not  neces¬ 
sarily  constitute  a  finding  or  recommen¬ 
dation  that  the  investigator  is  not  quali¬ 
fied  to  practice  or  teach  medicine  or 
should  be  subject  to  other  sanctions  by 
other  persons  such  as  licensing  boards 
or  employers. 

(2)  To  exclude  the  consideration  of 
any  clinical  investigations  or  portions 


thereof  in  support  of  applicatl(»is  for 
an  investigational  exemption  or  for  pre¬ 
market  approval  from  the  Food  and  Ihug 
Administration,  which  investigations 
have  been  conducted  in  whole  or  in  part 
by  the  investigator,  iintil  such  time  as 
it  becomes  likely  that  he  will  abide  by 
such  regulations  or  that  such  violations 
will  not  recur  or  that  it  can  be  adequately 
demonstrated  that  such  violations  did 
not  occur  during  or  affect  the  validity 
or  acceptability  of  a  particular  investi¬ 
gation  or  investigations.  The  determina¬ 
tion  that  a  clinical  investigation  may  not 
be  considered  in  support  of  an  applica¬ 
tion  for  exemption  or  premarket  ap¬ 
proval  does  not,  however,  relieve  the  ap¬ 
plicant  for  such  an  application  of  any 
obligation  under  any  other  applicable  . 
regulation  to  submit  the  results  of  the 
investigation  to  the  Food  and  Drug  Ad¬ 
ministration. 

(b)  Grounds  for  disqualification.  The 
Commissioner  may  disqualify  an  inves¬ 
tigator  upon  finding  all  the  following: 

(1)  The  investigator  violated  any  of 
the  regulations  set  forth  in  this  part; 

(2)  The  violation  or  violations  ad¬ 
versely  affected  the  validity  of  the  clini¬ 
cal  investigation,  the  rights  of  the  human 
subjects,  and/or  the  safety  of  the  sub¬ 
jects;  and 

(3)  Other  lesser  regulatory  actions, 
e.g.,  warnings  or  rejection  of  data  from 
individual  investigations,  have  not  been 
or  will  probably  not  be  adequate  to  assure 
that  the  investigator  will  comply  with 
such  regulations  in  the  future. 

(c)  Notice  of  and  opportunity  for  a 
hearing  on  proposed  disqualification.  (1) 
Whenever  the  Commissioner  has  infor¬ 
mation  indicating  that  grounds  exist 
under  paragraph  (b)  of  this  section  that 
in  his  opinion  may  justify  disqualifica¬ 
tion  of  an  investigator,  he  may  issue  to 
the  investigator  a  written  notice  propos¬ 
ing  that  the  investigator  be  disqualified. 

(2)  A  hearing  on  the  disqualification 
of  an  investigator  shall  be  conducted  in 
accordance  with  the  requirements  for  a 
regulatory  hearing  set  forth  in  Part  16 
of  this  chapter. 

(d)  Final  order  on  disqualification.  (1) 
If  the  Commissioner,  after  the  regula¬ 
tory  hearing  or  after  the  time  for  re¬ 
questing  a  hearing  expires  without  a  re¬ 
quest  being  made,  upon  an  evaluation 
of  the  administrative  record  of  tlie  dis¬ 
qualification  proceeding,  makes  the  find¬ 
ings  required  in  paragraph  (b)  of  this 
section,  he  shall  issue  a  final  order  dis¬ 
qualifying  the  investigator.  Such  order 
shall  include  a  statement  of  the  basis 
for  that  determination  and  shall  pre¬ 
scribe  any  actions  (set  forth  in  para¬ 
graph  (e)  of  this  section)  to  be  taken 
with  regard  to  ongoing  regulated  clini¬ 
cal  investigations  being  conducted  by  the 
inv^tigator.  Upon  issuing  a  final  order, 
the'  Commissioner  shall  notify  (with  a 
copy  of  the  order)  the  investigator  of  the 
action,  as  well  as  the  sponsor  of  each 
clinical  investigation  subject  to  require¬ 
ments  for  prior  submission  to  the  Food 
and  Drug  Administration  that  was  being 
conducted  by  the  investigator  and  has 
not  been  terminated  or  discontinued  or 


the  exemption  under  which  it  is  being 
condu:ted  has  not  been  terminated  or 
withdrawn  by  the  Food  and  Drug  Ad¬ 
ministration. 

(2)  If  the  Commissioner,  after  a  regu¬ 
latory  hearing  or  after  the  time  for  re¬ 
questing  a  hearing  expires  without  a  re¬ 
quest  being  made,  upon  an  evaluation  of 
the  administrative  record  of  the  disqual¬ 
ification  proceeding,  does  not  make  the 
findings  required  in  paragraph  (b)  of 
this  section,  he  shall  issue  a  final  order 
terminating  the  disqualification  pro¬ 
ceeding,  Such  order  shall  include  a  state¬ 
ment  of  the  basis  for  that  determination. 
Upon  issuing  a  final  order,  the  Com¬ 
missioner  shall  notify  the  investigator 
and  provide  a  copy  of  the  order. 

(e)  Actions  upon  disqualification.  (1) 
No  clinical  investigations  subject  to  re¬ 
quirements  for  prior  submission  to  the 
Food  and  Drug  Administration  will  be 
authorized  by  the  Food  and  Drug  Ad¬ 
ministration  if  such  investigation  is  to 
be  conducted,  in  whole  or  part,  by  a 
disqualified  investigator. 

(2)  The  Commissioner,  after  consid¬ 
ering  the  nature  of  each  ongoing  clinical 
investigation  that  is  being  performed  by 
the  investigator  and  is  subject  to  re¬ 
quirements  for  prior  submission  to  the 
Food  and  Drug  Administration,  the 
number  of  subjects  involved,  the  risks 
to  them  from  suspension  of  the  inves¬ 
tigation,  and  the  need  for  involvement 
of  an  acceptable  Investigator,  may  direct, 
in  the  final  order  disqualifying  an  in¬ 
vestigator  under  paragraph  (c)(1)  of 
this  section,  that  one  or  more  of  the 
following  actions  be  taken  with  regard  to 
each  such  investigation: 

(i)  The  investigation  may  be  termi¬ 
nated  or  suspended  in  its  entirety  until 
the  investigator  is  reinstated  under  para¬ 
graph  (k)  of  this  section  or  another  in¬ 
vestigator  accepts  responsibility  for  the 
investigation. 

(ii)  No  new  subject  shall  be  allowed  to 
participate,  or  be  requested  to  partici¬ 
pate,  in  the  investigation  until  the  in¬ 
vestigator  is  reinstated  under  paragraph 
(k)  of  this  section,  or  another  investiga¬ 
tor  accepts  responsibility  for  the  investi¬ 
gation. 

(iii)  Any  human  subject  who  has  pre¬ 
viously  been  allowed  to  pai-ticipate  in  the 
investigation  and  w'ho  remains  under  the 
supervision  of  the  investigator  should 
continue  to  be  monitored  by  the  investi¬ 
gator,  but  the  human  subject  shall  not 
receive  another  lens  until  the  investiga¬ 
tor  is  reinstated  under  praragraph  (k)  of 
this  section  or  another  investigator  ac¬ 
cepts  responsibility  for  the  investiga¬ 
tional  study. 

(iv)  Any  human  subject  who  has  been 
allowed  to  participate  in  the  investiga¬ 
tion  and  who,  except  for  susp>ension  of 
the  investigation,  would  have  received 
the  lens  shall  not  receive  it  unless  an¬ 
other  investigator  accepts  responsibility 
for  the  investigation. 

(f)  Disqualified  investigators  and  ap¬ 
plications.  (Dnce  an  investigator  has  been 
disqualified,  each  application  for  an  in- 
vestigatiMial  exemption  or  for  premar¬ 
ket  ap>proval,  whether  approved  or  not. 
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containing  or  relying  upon  any  clinical 
investigation  performed  by  the  investi¬ 
gator  may  be  examined  to  determine 
whether  the  investigation  was  or  would 
be  essential  to  a  regulatory  decision  re¬ 
garding  the  application.  If  it  is  deter¬ 
mined  that  the  investigation  was  or 
would  be  essential,  the  Pood  and  E>rug 
Administration  shall  also  determine 
whether  the  investigation  is  acceptable, 
notwithstanding  the  disqualification  of 
the  investigator.  Any  investigation  done 
by  an  investigator  before  or  after  dis¬ 
qualification  may  be  presumed  to  be  un¬ 
acceptable,  and  the  person  relying  on  the 
investigation  may  be  required  to  estab¬ 
lish  that  the  investigation  was  not  af¬ 
fected  by  the  circumstances  that  led  to 
disqualification  of  the  investigator,  e.g., 
by  submitting  validating  information.  If 
the  investigation  is  determined  to  be  un¬ 
acceptable,  such  investigation  will  be 
eliminated  from  consideration  in  sup¬ 
port  of  the  application,  and  such  elimina¬ 
tion  may  serve  as  new  information  jus¬ 
tifying  the  termination  or  withdrawal  of 
approval  of  the  application. 

(g)  Clinical  investigations  begun  by  a 
disqualified  investigator.  No  clinical  in¬ 
vestigation  begun  by  an  investigator 
after  the  date  of  his  disqualification  will 
be  considered  in  support  of  any  applica¬ 
tion  for  an  exemption  or  premarket  ap¬ 
proval  application  unless  the  investiga¬ 
tor  has  been  reinstated  under  paragraph 
(k)  of  this  section.  The  determination 
that  a  clinical  investigation  may  not  be 
considered  in  support  of  an  application 
for  an  exemption  or  premarket  approval 
application  does  not,  however,  relieve  the 
applicant  of  any  obligation  under  any 
other  applicable  regulation  to  submit  the 
results  of  the  investigation  to  the  Food 
and  Drug  Administration, 

<h)  Public  disclosure  of  information 
regarding  disqualification.  (1)  Upon  is¬ 
suance  of  a  final  order  disqualifying  an 
investigator,  the  Commissioner  may 
notify  any  other  person  known  to  have 
professional  relations  with  the  investi¬ 
gator  (e.g.,  other  Federal  government 
departments  or  agencies  that  support  in¬ 
vestigations  possibly  involving  the  in¬ 
vestigator,  State  and  local  medical  li¬ 
censing  boards  and  societies  w^here  the 
investigator  practices  or  is  licensed,  and 
administrators  and  institutional  or  peer 
review  boards  in  universities,  hospitals, 
and  other  institutions  in  which  the  in¬ 
vestigator  teaches  or  practices)  that  the 
investigator  has  been  disqualified  by  the 
Food  and  Drug  Administration.  Such  no¬ 
tice  may  be  given  in  the  discretion  of  the 
Commissioner  whenever  he  believes  that 
such  disclosure  would  further  the  public 
interest  or  would  promote  compliance 
with  the  regulations  set  forth  in  this 
part.  Such  notice,  if  given,  shall  include 
a  copy  of  the  final  order  issued  under 
paragraph  (d)  of  this  section  and  shall 
state  that  the  disqualification  constitutes 
a  determination  by  the  Food  and  Drug 
Administration  that  the  investigator  is 
not  eligible  to  conduct  clinical  investiga¬ 
tions  subject  to  requirements  for  prior 
submission  to  the  Food  and  Drug  Ad¬ 
ministration  and  that  the  results  of  any 


clinical  investigations  conducted  by  the 
investigator  may  not  be  considered  by 
the  Food  and  Drug  Administration  in 
support  of  any  application  for  an  exemp¬ 
tion  or  premarket  approval  application. 
The  notice  shall  further  state  that  it  is 
given  because  of  the  professional  rela¬ 
tions  between  the  investigator  and  the 
person  notified  and  that  the  Food  and 
Drug  Administration  is  not  advising  or 
recommending  that  any  action  be  taken 
by  the  person  notified. 

(2)  A  determination  that  an  investiga¬ 
tor  has  been  disqualified  and  the  admin¬ 
istrative  record  regarding  such  determi¬ 
nation  are  disclosable  to  the  public  under 
Part  20  of  this  chapter. 

(3)  Whenever  the  Commissioner  has 
reason  to  believe  that  an  investigator 
may  be  subject  to  disqualification,  he 
may,  in  his  discretion,  so  notify  the  spon¬ 
sor  of  any  ongoing  clinical  investigation 
in  which  that  investigator  is  participat¬ 
ing  simultaneously  with  or  subsequent  to 
proposing  disqualification  of  the  investi¬ 
gator  under  paragraph  (c)  of  this  sec¬ 
tion,  unless  there  are  overriding  safety 
considerations  that  warrant  earlier  no¬ 
tification  of  the  sponsor.  , 

(i)  Alternative  or  additional  actions  to 
disqualification.  Disqualification  of  an 
investigator  imder  this  subpart  is  in¬ 
dependent  of,  and  neither  in  lieu  of  nor 
a  precondition  to,  other  proceedings  or 
actions  authorized  by  the  act.  The  Food 
and  Drug  Administration  may,  at  any 
time,  institute  any  appropriate  judicial 
proceedings  (civil  or  criminal)  and  any 
other  appropriate  regulatory  action  in 
addition  to  or  in  lieu  of  (and  prior  to, 
simultaneously  with,  or  subsequent  to) 
disqualification.  The  Food  and  Drug  Ad¬ 
ministration  may  also  refer  pertinent 
matters  to  anoUier  Federal,  State,  or 
local  law.  enforcement  or  regulatory 
agency  for  such  action  as  that  agency 
deems  appropriate. 

(j)  Suspension  or  termination  of  an 
investigator  by  a  sponsor.  The  sponsor 
of  an  investigational  study  may  at  any 
time  remove  an  investigator  from  further 
participation  in  the  study,  whether  or 
not  the  Food  and  Drug  Administration 
has  begun  any  action  to  disqualify  the 
investigator.  Tire  sponsor  need  not  use 
either  the  grounds  or  the  procedures  for 
disqualification  set  forth  in  this  subpart. 
If  a  sponsor  removes  an  investigator  from 
a  study,  the  sponsor  shall  notify  the 
Food  and  Drug  Administration  in 
wTiting  of  the  reasons  for  such  removal 
as  soon  as  possible,  but  in  no  event  later 
than  5  days  after  such  removal. 

(k)  Reinstatement  of  a  disqualified 
investigator.  An  investigator  who  has 
been  disqualified  may  be  reinstated  as 
eligible  to  conduct  clinical  investigations 
subject  to  requirements  for  prior  sub¬ 
mission  to  the  Food  and  Drug  Admin¬ 
istration,  or  as  acceptable  to  be  the 
source  of  clinical  investigations  to  be 
submitted  to  the  Food  and  Drug  Admin¬ 
istration,  if  the  Commissioner  deter¬ 
mines,  upon  an  evaluation  of  a  written 
submission  from  the  investigator,  that 
the  investigator  can  adequately  assure 
that  he  will  conduct  such  studies  in  com¬ 


pliance  with  the  requirements  set  forth 
in  this  part.  A  disqualified  investigator 
who  wishes  to  be  so  reinstated  shall 
present  in  writing  to  the  Commissioner 
reasons  why  he  believes  he  should  be  re¬ 
instated;  the  investigator  shall  also  sub¬ 
mit  a  detailed  description  of  the  correc¬ 
tive  actions  he  has  taken  or  intends  to 
take  to  assure  that  the  acts  or  omissions 
that  led  to  disqualification  will  not  re¬ 
cur.  The  Commissioner  may  condition 
reinstatement  upon  the  submission  of  an 
acceptable  protocol  for  a  specific  clinical 
Investigation  providing  for  additional 
corrective  actions  and/or  the  submission 
of  special  undertakings  by  a  sponsor,  an 
institution,  an  institutional  review  com¬ 
mittee,  or  another  investigator  to  review 
in  detail  the  investigator’s  compliance 
with  the  requirements  of  this  part  and/ 
or  the  investigator’s  being  found  in 
compliance  with  the  applicable  regula¬ 
tions  upon  an  inspection.  If  an  investi¬ 
gator  is  reinstated,  the  Commissioner 
shall  so  notify  the  investigator  and  all 
organizations  and  all  persons  who  were 
notified  under  paragraph  (h)  of  this 
section  of  the  disqualification  of  the  in¬ 
vestigator.  A  determination  that  an  in¬ 
vestigator  has  been  reinstated  is  dis¬ 
closable  to  the  public  under  Part  20 
of  this  chapter. 

Subpart  F — Informed  Consent  of  Human 
Subjects 

§  813.120  General  requirements  of  in¬ 
formed  consent. 

(a)  The  investigator  shall  (1)  inform 
each  human  subject,  or  the.  subject’s 
legal  representative  where  the  subject 
lacks  legal  capacity,  that  the  intraocular 
lens  is  being  investigated  for  safety  and 
effectiveness,  (2)  provide  each  human 
subject,  or  his  legal  representative,  an 
adequate  explanation  of  pertinent  in¬ 
formation  concerning  the  lens,  including 
the  information  required  in  §  813.130, 
and  (3)  obtain  and  document  legally  ef¬ 
fective  informed  consent  of  such  subject, 
or  his  legal  representative. 

(b)  Informed  consent  shall  be  ob¬ 
tained  while  the  subject,  or  his  legal  rep¬ 
resentative,  is  so  situated  as  to  be  able 
to  exercise  free  power  of  choice  without 
undue  inducement  or  the  intervention 
of  any  element  of  force,  fraud,  deceit, 
duress,  or  other  forms  of  constraint  or 
coercion. 

(c)  Informed  consent  shall  be  evi¬ 
denced  by  a  written  agreement,  signed 
by  the  subject  or  his  legal  representa¬ 
tive. 

§  813.130  Elements  of  informed  consent 
in  agreement. 

(a)  The  investigator  shall  assure  that 
the  subject  or  his  legal  representative 
signs  an  agreement  that  includes  a 
complete  explanation  of  pertinent  in¬ 
formation  concerning  the  lens,  adequate 
to  enable  him  to  make  a  decision  on  his 
willingness  to  participate  or  permit  the 
subject  to  participate  in  the  investiga¬ 
tion,  and  which  includes : 

(1)  A  full  and  fair  explanation  of  pro¬ 
cedures  to  be  followed,  including  an  Iden¬ 
tification  of  any  which  are  experimental. 
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(2)  A  full  explanation  of  the  nature, 
expected  duration,  and  purpose  of  the 
administration  of  the  lens. 

(3)  A  description  of  any  attendant 
discomforts  and  risks  reasonably  to  be 
expected. 

(4)  An  explanation  of  likely  results 
should  the  procedure  fail. 

(5)  A  description  of  any  benefits 
reasonably  to  be  expected. 

(6)  A  disclosure  of  any  appropriate  al¬ 
ternative  procedures  that  might  be  ad¬ 
vantageous  for  the  subject,  i.e.,  spectacles 
or  contact  lenses. 

(7)  A  description  of  the  scope  of  the 
investigation,  including  the  number  of 
patients  involved  in  the  investigational 
study. 

(8)  An  offer  to  answer  any  inquiries 
concerning  the  investigational  study. 

(9)  An  instruction  that  the  subject,  or 
his  legal  representative,  is  free  to  decline 
entrance  into  the  investigational  study  or 
to  withdraw  his  consent  and  to  discon¬ 
tinue  participation  in  the  study  at  any 
time  without  prejudice  to  the  subject. 

(10)  A  statement  that  the  investiga¬ 
tional  lens  is  being  used  for  research  pur¬ 
poses. 

(b)  The  agreement  entered  into  by 
such  person  or  his  legal  representative 
shall  include  no  exculpatory  language 
through  which  the  subject  is  made  to 
waive,  or  to  appear  to  waive,  anv  of  his 
legal  rights  or  to  release  the  institution 
or  its  agents,  or  the  sponsor  or  the  inves¬ 
tigator  from  liability  for  negligence. 

(c)  An  investigator  shall  provide  to  the 
sponsor  and  to  any  institutional  review 
committee  a  .sample  copy  of  any  written 
materials  given  or  read  to  the  subject 
or  his  legal  representative,  including  the 
information  required  to  be  given  by  para¬ 
graph  (a)  of  this  section  and  a  sample 
copy  of  any  form  used  to  document  the 
consent  of  such  subject  or  his  legal  repre¬ 
sentative,  and  the  form  shall  have  been 
approved  by  the  committee. 

Subpart  G — Inspections,  Reports,  and 
Records 

§813.150  Inspections. 

(a)  Any  sponsor,  institutional  review 
committee,  or  investigator  shall  permit 
an  authorized  employee  of  the  Food  and 
Drug  Administration,  at  reasonable 
times  and  in  a  reasonable  manner,  to  in¬ 
spect  and  copy  any  records  concerning 
the  investigational  study  that  are  re¬ 
quired  to  be  kept  by  this  part. 

(b)  Any  sponsor  or  investigator  who 
has  authority  to  grant  access  to  the  fa¬ 
cility  shall  also  permit  authorized  FDA 
employees,  at  reasonable  times  and  in  a 
reasonable  manner,  to  inspect  any  facili¬ 
ties  where  the  intraocular  lens  is  manu¬ 
factured,  processed,  held,  used,  or  im¬ 
planted. 

(c)  Anv  Investigator  shall  permit  an 
authorized  employee  of  the  Food  and 
Drug  Administration  to  copy  records 
that  identify  the  names  of  human  sub¬ 
jects,  upon  notice  that  the  Food  and 
Drug  Administration  has  reason  to  be¬ 
lieve  that  the  consent  of  human  subjects 
was  not  obtained,  that  reports  submitted 
by  the  investigator  to  the  sponsor  or  to 


the  institutional  review  committee  do  not 
represent  actual  cases  or  actual  resxUts 
obtained,  or  that  such  reports  or  other 
required  records  appear  to  be  otherwise 
false  or  misleading. 

§  813.153  Reports. 

(a)  Recall  reports.  Any  sponsor  shall 
notify  the  Food  and  Drug  Administration 
of  any  request  that  investigators  return, 
or  otherwise  dispose  of,  any  supplies  of 
the  intraocular  lens,  or  examine  any  pa¬ 
tients  that  previously  received  a  lens. 

(b)  Adverse  reaction  reports.  If  during 
the  study  a  serious  adverse  reaction  oc¬ 
curs  that  may  reasonably  be  regarded  as 
lens  related  and  that  was  not  previously 
expected  in  nature,  severity,  or  degree 
of  incidence  in  the  investigational  plan 
(including  any  incidence  of  hypopyon, 
intraocular  infection,  or  acute  corneal 
decompensation),  the  following  actions 
shall  be  effected: 

(1)  The  investigator  shall  investigate 
the  reaction  and  submit  an  accurate  and 
adequate  report  of  the  investigation  to 
the  sponsor  and  to  the  committee  as  soon 
as  possible  but  in  no  event  later  than  5 
days  after  learning  of  the  reaction; 

(2)  The  sponsor  shall  evaluate  any  ad¬ 
verse  reaction  report  submitted  by  the 
investigator  and  any  reports  received 
from  other  sources  and  within  5  days 
after  learning  of  the  adverse  reaction, 
shall  report  the  adverse  reaction  and  the 
results  of  his  evaluation  to  the  Food  and 
Drug  Administration,  any  committee (s) 
monitoring  the  study,  or  part  of  the 
study,  in  which  the  reaction  occurred  (if 
the  investigator (s)  has  not  already  re¬ 
ported  the  reaction  to  the  commit- 
tee(s)),  and  all  other  investigators  and 
sponsors  participating  in  the  study.  In 
the  case  of  hypopyon,  except  where  the 
Food  and  Drug  Administration  directs 
otherwise,  a  sponsor  need  only  report  the 
adverse  reaction  and  results  of  his  evalu¬ 
ation  to  other  investigators  and  com¬ 
mittees  participating  in  the  study  where 
the  incidence  of  the  reaction  exceeds 
that  which  was  previously  anticipated  in 
materials  provided  to  investigators. 

(c)  Progress  reports.  (1)  Any  investi¬ 
gator  shall  submit  accurate  progress  re¬ 
ports  to  the  investigational  review  com¬ 
mittee  and  sponsor  (or  his  monitor)  at 
appropriate  intervals  but  in  no  event  at 
intervals  exceeding  1  year. 

(2)  The  sponsor  shall  make  accurate 
and  adequate  progress  reports  to  the 
Food  and  Drug  Administration  at  appro¬ 
priate  intervals  not  exceeding  1  year. 
Such  reports  shall  include  any  signifi¬ 
cant  findings  of  the  study  and  any  neces¬ 
sary  amendments  or  corrections  to  pre¬ 
vious  reports  or  to  the  application  to 
keep  them  accurate. 

(d)  Suspension /termination  reports. 
(1)  Any  investigator  shall  report  to  the 
sponsor  any  suspension  or  termination 
of  the  investigational  study  by  a  com¬ 
mittee  within  5  days. 

(2)  Any  institutional  review  commit¬ 
tee  shall  immediately  report  any  susjjen- 
sion  or  termination  of  a  study  it  is  re¬ 
viewing  and  monitoring  under  this  part 
to  the  Food  and  Drug  Administration. 


(e)<FinaI  reports.  (1)  Within  3  months 
after  the  completion  or  discontinuance 
of  or  withdrawal  of  the  exemption  for 
the  investigational  study  (or  the  investi¬ 
gator’s  portion  of  the  study) ,  any  investi¬ 
gator  shall  notify  the  committee  and 
sponsor  and  make  an  accurate  and  ade¬ 
quate  final  report  to  the  sponsor,  and 
the  final  report  shall  include  all  reports 
not  previously  submitted  to  the  sponsor 
but  required  by  paragraphs  (b) ,  (c) ,  or 

(d)  of  this  section. 

(2)  Within  30  days  after  the  com¬ 
pletion  or  discontinuance  of  a  study  or 
the  suspension  or  termination  of  a  study 
by  a  committee,  the  sponsor  shall  notify 
the  Food  and  Drug  Administration  of  the 
action. 

(3)  Within  6  months  after  the  study  is 
completed,  discontinued,  suspended,  or 
terminated  or  the  exemption  is  with¬ 
drawn,  the  sponsor  shall  make  a  final 
report  to  the  Food  and  Drug  Administra¬ 
tion. 

§  813.155  Records. 

(a)  The  sponsor,  any  investigator,  and 
any  committee  shall  maintain  adequate 
and  accurate  records  concerning  the  in¬ 
vestigational  study,  including  copies  of 
all  correspondence,  among  themselves 
and  with  the  Food  and  Drug  Administra¬ 
tion  regarding  the  study. 

(b)  (1)  The  sponsor  and  any  investi¬ 
gator  shall  maintain  adequate  and  ac¬ 
curate  records  showing  the  shipment, 
receipt,  or  other  disposition  of  all  sup¬ 
plies  of  all  lenses  shipjjed  or  received. 

(2)  The  sponsor  either  shall  provide  to 
each  investigator  an  identification  card 
that  is  to  be  provided  to  each  subject 
after  implantation  or  shall  provide  each 
subject  with  such  a  card.  The  card  shall 
include  the  following  information  on 
each  lens:  lens  name,  manufacturer’s 
name  and  address,  model  niunber,  style 
and  serial,  batch,  lot,  or  other  identifica¬ 
tion  number  for  each  lens.  The  sponsor 
a«d  each  investigator  shall  maintain  the 
following  records :  identification  by  name 
of  the  investigator  who  received  each 
unit  of  the  lens  and  who  administered 
the  device;  the  identification  by  code  of 
the  subject  who  received  it;  and  identifi¬ 
cation  of  each  vmit  otherwise  disposed  of 
(including  identification  of  the  person 
who  disposed  of  it,  the  person,  if  any, 
who  received  it,  and  the  purpose  or  rea¬ 
son  for  its  disposal,  e.g.,  because  of  con¬ 
tamination  or  return  to  the  spMjnsor) . 

(c)  An  institutional  review  committee 
shall  prepare  and  maintain  adequate 
documentation  of  its  activities  regarding 
each  investigational  study,  including 
records  of  information  submitted  to  the 
committee  by  sponsors  or  investigators, 
information  compiled  on  committee 
members  pursuant  to  §  813.62,  minutes  of 
committee  meetings  on  issues  involved 
in  the  study  and  their  resolution,  com¬ 
mittee  decisions  on  the  study,  and  dated 
deports  of  successive  monitoring  as  it 
is  performed. 

(d)  Contents  of  investigator  records. 
An  investigator  shall  maintain  an  ade¬ 
quate  and  accurate  case  report  on  each 
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subject,  which  shall  include  the  follow¬ 
ing:  . 

(1)  All  relevant  observations,  infor¬ 
mation,  and  data  on  the  condition  of  the 
subject  at  the  time  the  subject  enters 
into  the  study,  including  information  re¬ 
garding  any  relevant  previous  medical 
history  and  the  results  of  all  diagnostic 
tests  performed  to  determine  that  the 
subject  is  appropriate  for  entry  into  the 
study. 

(2)  All  documentation  regarding  the 
consent  of  the  human  subject,  as  re¬ 
quired  under  Subpart  F  of  this  part. 

(3)  All  relevant  observations  and  data 
on  the  condition  of  the  subject  through¬ 
out  the  duration  of  his  participation  in 
the  study. 

(e)  The  sponsor  shall  retain  a  copy  of 
any  application,  report,  or  correspond¬ 
ence  that  he  submits  to  the  Food  and 
Drug  Administration  under  this  part. 

(f)  A  sponsor,  investigator,  and  insti¬ 
tutional  review  committee  shall  maintain 
the  records  required  under  this  part  for 
whichever  of  the  following  periods  is 
shortest: 

(1)  A  period  of  2  years  after  the  date 
on  which  the  Food  and  Drug  Administra¬ 
tion  approves  the  marketing  of  the  lens 
for  the  purjjoses  that  were  the  subject 
of  the  study. 

(2)  A  period  of  5  years  after  the  date 
on  which  the  results  of  the  study  are 
submitted  to  the  Food  and  Drug  Ad¬ 
ministration  in  support  of  the  marketing 
of  the  lens  for  the  purpose  that  was  the 
subject  of  the  study. 

(3)  In  other  situations,  e.g.,  where  the 
investigational  study  does  not  result  in 
the  submission  of  an  application  for 
marketing  the  device  ‘for  the  purposes 
that  were  the  subject  of  the  study,  a 
period  of  2  years  after  the  date  on  which 
the  investigational  study  (not  merely 
an  investigator’s  portion  of  a  study)  is 
terminated,  completed  or  discontinued, 
or  the  exemption  is  withdrawn. 

(g)  A  sponsor,  investigator,  or  com¬ 
mittee  may  withdraw  from  the  responsi- 
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bility  for  maintaining  records  for  the 
period  of  time  required  in  paragraph  (f) 
of  this  section  by  transferring  custody 
to  any  other  p>erson  who  will  accept  re¬ 
sponsibility  for  the  records.  Notice  of 
such  transfer  shall  be  given  to  the  Food 
and  Drug  Administration. 

(h)  The  Food  and  Drug  Administra¬ 
tion  may  require  a  sponsor  to  submit  any 
records  concerning  the  investigational 
study,  including  any  records  required  to 
be  kept  under  this  part. 

Subpart  H — Investigational  Studies  That 
Do  Not  Involve  Human  Subjects 

§  813.160  Conditions  of  exemption. 

(a)  Where  an  investigational  device  is 
intended  for  use  in  humans,  a  shipment 
of  the  device  that  is  intended  solely  for 
tests  in  animals  used  only  for  laboratory 
research  purposes,  or  for  in  vitro  or 
mechanical  tests  or  similar  tests  that  do 
not  involve  use  of  human  subjects,  shall 
be  exempt  from  any  of  the  otherwise 
applicable  provisions  of  the  act  listed  in 
§813.1(0  if: 

(1)  The  labeling  of  the  device  com¬ 
plies  with  the  requirements  of  §  813.5  (a) 
and  (b)  and  bears  the  following  addi¬ 
tional  statement: 

Caution — Device  for  Investigational 
Use  Only  in  Laboratory  Animals  or 
Other  Tests  That  Do  Not  Involve 
Human  Subjects 

(2)  The  person  who  ships  the  device 
under  this  subpart  uses  due  diligence  to 
assure  that  the  consignee  Is  regularly 
engaged  in  conducting  tests  in  animals 
used  only  for  laboratory  research,  or  for 
in  vitro  or  other  mechanical  tests  or  sim¬ 
ilar  tests  that  do  not  involve  use  of  hu¬ 
man  subjects  and  that  the  shipment  of 
the  investigational  device  will  actually 
be  used  only  in  such  tests, 

(3)  The  person  who  ships  the  device 
under  this  subpart  maintains  adequate 


records  showing  the  name  and  address 
of  the  consignee  to  whom  the  device  is 
shipped,  date,  quantity,  and  batch  or 
code  mark  of  each  shipment  for  a  period 
of  2  years  after  such  shipment  and,  upon 
the  request  of  a  properly  authorized  em¬ 
ployee  of  the  Department  at  reasonable 
times,  makes  such  records  available  for 
inspection  and  copying  or  submits  such 
records  to  the  Pood  and  Drug  Admin¬ 
istration. 

(b)  This  subpart  does  not  apply  to 
any  use  of  an  investigational  device  that 
involves  use  of  human  subjects. 

§  813.170  Termination  of  exemption. 

(a)  The  commissioner  shall  terminate 
an  exemption  under  this  subpart  if  he 
makes  either  of  the  following  findings: 

(1)  The  person  shipping  an  investiga¬ 
tional  device  imder  this  subpart  has 
failed  to  comply  with  any  of  the  condi¬ 
tions  for  the  exemption  imder  this  sub¬ 
part. 

(2)  Any  of  the  grounds  for  withdrawal 
of  an  investigational  device  exemption 
under  §  813.35  apply. 

(b)  The  Commissioner  shall  notify 
the  sponsor  of  the  termination  of  an  ex¬ 
emption  under  this  subpart  with  a  full 
statement  of  the  reasons  for  such  ter¬ 
mination  and  shall  afford  an  opportunity 
for  a  regulatory  hearing  under  Part  16 
of  this  chapter.  The  person  whose  ex¬ 
emption  is  terminated  shall  recall  or 
otherwise  assure  the  destruction  of  any 
unused  devices. 

Effective  date:  This  regulation  shall 
become  effective  February  9, 1978. 

(Secs.  SOI,  501,  602,  520,  701,  704,  801,  62  Stat. 
1042-1043  as  amended,  1049-1051  as  amend¬ 
ed.  1055,  00  Stat.  667,  669-671,  676-678  (21 
U.S.C.  331,  351,  352,  360j,  371,  374,  381).) 

Dated:  November  1,  1977. 

Donald  Kennedy, 
Commissioner  of  Food  and  Drugs.  ■ 
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